DEMANDE INTERNATIONALE PUBLIEE EN VERTU DU TRAITE DE COOPERATION 
EN MAT! ERE DE BREVETS (PCT) 



(19) Organisation Mondiale de la Propria 
Intellectuelle 

Bureau international 

(43) Date de la publication internationale 
11 avril 2002 (11.04.2002) 




PCT 



(10) Num6rode publication internationale 

WO 02/28346 A2 



(51) Classification internationale des brevets 7 : 

(21) Numero de la demande internationale : 

PCT/FRO 1/03022 

(22) Date de depot international : 1 octobre 200 1 (01 .1 0.2001) 
(25) Langue de depot : francais 



(26) Langue de publication 



frangais 



(30) Donnees relatives a la prior ite : 

00/1 2646 4 ociobre 2000 (04. 1 0.2000) 



(71) Deposant (pour tous les Etats designes saufUS) : AVEN- 
T1S PHARMA S.A. [FR/FR]; 20 Avenue Raymond Aron, 
F-92160 ANTONY (FR). 

(72) Inventeurs; et 

(75) Inventeurs/Deposants (pour US seulement) : 
PIOT-GROSJEAN, Odile [FR/FR]; 12 rue Guy Moquet, 
F-94600 CHOISY LE ROl (FR). PICAUT, Philippe 
[FR/FR]; 81 rue Boucicaut, F-92260 FONTENAY AUX 
ROSES (FR). PETITET, Francois [FR/FR]; 9 rue Grand- 
jean, F-94000 CRETEIL (FR). 



A61K (74) Mandataire : ROUSSEAU, Pierrick; Aventis Pharma 
S.A., Direction Brevets, 20 Avenue Raymond Aron, 
F-92165 Antony Cedex (FR). 

(81) Etats designes (national) : AE, AG, AL, AM, AT, AU, AZ, 
BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, 
DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, 
HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, 
LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, 
MZ, NO, NZ, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, 
SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, 
ZW. 

(84) Etats designes (regional) : brevet ARIPO (GH, GM, KE, 
FR LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), brevet eurasien 

(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), brevet europeen 
(AT, BE, CH, CY, DE, DK, ES, FI. FR, GB, GR, IE, IT, LU, 
MC, NL, PT, SE, TR), brevet OAPI (BF, BJ, CF, CG, CI, 
CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). 

Publiee : 

— sans rapport de recherche internationale. sera republiee 
des reception de ce rapport 

En ce qui concerne les codes a deux lettres ei autres abrevia- 
tions. se referer aux "Notes explicatives relatives aux codes et 
abreviations" figurant au debut de chaque numero ordinaire de 
la Gazette du PCT. 



3 (54) Title- ASSOCIATION OF THE CB 1 RECEPTOR ANTAGONIST AND A SIBUTRAMIN, PHARMACEUTICAL COMPO- 
^ SITIONS CONTAINING SAME AND USE THEREOF FOR TREATING OBESITY 

\o 
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(57) Abstract: The invention concerns the association of the CB 1 receptor antagonist and a sibutramin, pharmaceuucal compositions 
containing same and use thereof for treating obesity. 

^ (57) Abrege : La presente invention conceme r association d'un antagonist du recepteur CB1 et de sibutramine, les compositions 
!^ pharmaceutiques les contenant et leur utilisation pour le traitement de Tobesite. 
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ASSOCIATION DUN ANTAGONISTE DU RECEPTEUR CB1 ET DE 
SIBUTRAMINE, LES COMPOSITIONS PHARMACEUTIQUES LES 
CONTENANT ET LEUR UTILISATION POUR LE TRAITEMENT DE 

L'OBESITE 

5 La presente invention concerne l'association d'un antagoniste du recepteur CB1 et de 
sibutramine, les compositions pharmaceutiques les contenant et leur utilisation pour 
le traitement de l'obesite. 

Les antagonistes du recepteur CB1 sont connus pour leur action sur la prise 
alimentaire et leur utilisation comme anorexigene (G. COLOMBO et coll., Life 
10 Sciences, 63 (8), 113-117 (1998); J. SIAMAND et coll. Behavioural Pharmacol., 9, 
179-181 (1998)). 

. La sibutramine (BTS 54524; N-{l-[l-(4-chlorophenyl)cyclobutyl]-3-methylbutyl}- 
N,N-dimethylamine; Meridia R , Reductil R ), son hydrate et ses sels 
pharmaceutiquement acceptables et notamment son chlorhydrate diminue la prise 
15 alimentaire et est utile pour le traitement de l'obesite (WO90/061 1 10; D.H. RYAN et 
coll. Obesity Research, 3 (4), 553 (1995); H.C. JACKSON et coll, British Journal of 
Pharmacology, 121, 1758 (1997); G. FANGHANEL et Coll, Inter. J. Obes, 24 (2), 
144 (2000); G.A. BRAY et coll, Obes. Res, 7 (2) 189 (1999)). 

II a maintenant ete trouve que l'association de sibutramine, son hydrate et ses sels 
20 pharmaceutiquement acceptables et d'un antagoniste du recepteur CB1 presente un 
effet de synergie dans la reduction de la consommation alimentaire et est done utile 
dans le traitement de l'obesite. 

L'association peut 6galement contenir plusieurs antagonistes du recepteur CB1. 

Parmi les antagonistes CB1, on peut notamment utiliser les derives d'azetidine decrits 
25 dans WO 00/1 5609, WO 01/64633, WO 01/64634 de formule : 
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R 4 



R, 




N- 



(I) 



-R 



dans laquelle 



soit R represente une chaine (A), (B) et 



C=CH 



(A) 



/ 



SO^ 



R2 



ou 



OR" en R 

C CH V 



(B) 



5 R, represente un radical methj'le ou ethyle, 

R, represente soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, 
alcoxy, -CO-alk, hydroxy, -COOR 5 , formyle, trifluoromethyle, trifluoromethylsulfa- 
nyle, trifluoromethoxy, nitro, -NR 6 R 7 , -CO-NH-NR 6 R 7 , -N(alk)COOR 8 , cyano, 

10 -CONHRj, -CO-NR I6 R, 7 , alkylsulfanyle, hydroxyalkyle, -0-alk-NRi 2 R 13 ou alkylthio- 
alkyle soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, 
benzothienyle, benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 
2,3-dihydrobenzothienyle, indolinyle, indolyle, isochromannyle, isoquinolyle, pyri- 
dyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, 1,2,3,4-tetrahydroquinolyle, thiazo- 

15 lyle, thienyle, ces heteroaromatiques pouvant etre non substitues ou substitues par un 
halogene, alkyle, alcoxy, -COOR 5 , trifluoromethyle, trifluoromethylsulfanyle, trifluo- 
romethoxy, nitro, -NRgR,, -CO-NH-NR 6 R 7 , cyano, -CONHR,, alkylsulfanyle, hy- 
droxyalkyle ou alkylthioalkyle, 
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R 3 et R 4 , identiques ou differents, represented soit un aromatique choisi parmi phe- 
nyle, naphtyle ou indenyle, ces aromatiques etant non substitues ou substitues par un 
ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, trifluoro- 
methoxy, -CO-alk, cyano, -COORs, -CONR 10 R n , -CO-NH-NR 6 R 7 , alkylsulfanyle, 
5 hydroxyalkyle, -alk-NR 6 R 7 ou alkylthioalkyle; soit un heteroaromatique choisi parmi 
les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 
2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, isochromannyle, isoqui- 
nolyle, pyrrolyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, thiazolyle, thienyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 
10 alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOR 5 , 
-CO-NH-NR 6 R 7 , -CONR J0 R n , -alk->JR 6 R 7 , alkylsulfanyle, hydroxyalkyle ou 
alkylthioalkyle, 

R 5 est un radical alkyle ou phenyle eventuellement substitue par un ou plusieurs ato- 
mes d'halogene, 

15 R 6 et R 7 , identiques ou differents representent un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien Rg 
et R 7 forment ensemble avec l'atome d'azote auquel ils sont rattaches un heterocycle 
mono ou bicyclique sature ou insature ay ant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 

20 eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, -CO- 
NHalk, -CS-NHalk, -CO-alk-NR H R 15 , oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 

R 8 represente un radical alkyle, 

Rg represente un atome d'hydrogene ou un radical alkyle ou alkyle substitue par dial- 
kylamino, phenyle, cycloalkyle (eventuellement substitue par -COOalk) ou un hete- 
25 rocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement un ou plusieurs heteroatomes choisis parmi oxygene, soufre et azote 
et etant eventuellement substitue par un ou plusieurs radicaux alkyle, 
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R 10 et R n , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle ou bien R 10 et R u forment ensemble avec l'atome d'azote auquel ils sont ratta- 
ches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant even- 
tuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
5 eventuellement substitue par un radical alkyle, 

R 12 et R l3 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle, cycloalkyle ou bien R l2 et R n forment ensemble avec l'atome d'azote auquel 
ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, 
contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote 
10 et etant eventuellement substitue par un radical alkyle, -COalk, -COOalk, 
-CO-NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 ou un heterocycle mono ou bicyclique 
sature ayant 3 a 10 chainons et contenant un heteroatome choisi parmi oxygene, sou- 
fre et azote, 

R 14 et R 15 , identiques ou differents, representent un atome d'hydrogene ou un radical 
1 5 alkyle ou -COOalk, 

R I6 et R 17 forment ensemble avec l'atome d'azote auquel ils sont rattaches un hetero- 
cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote, 

R' represente un atome d'hydrogene ou un radical -CO-alk, 

20 soit R represente un radical CHR 18 et 

R 18 represente un radical -NHCOR 19 ou -N(R 20 )-Y-R 21 , 

Y est CO ou S0 2 , 

R 4 et R 3 , identiques ou differents, representent soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques etant non substitues ou substitues par 
25 un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 
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trifluoromethoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR 22 R 23 , 
-CO-NH-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle, ou -alk-NR^R^; soit un 
heteroaromatique choisi parmi les cycles berizofuryle, benzothiazolyle, benzothienyle, 
benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dmydrobenzothienyle, 
pyrimidinyle, furyle, imidazolyle, isochromannyle, isoquinolyle, pyrrolyle, pyridyle, 
quinolyle, 1,2,3,4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 
alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOH, -COOalk, 
-CO-NH-NR 24 R 25 , -CONR^j, -alk-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, 
alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou 
hydroxyalkyle, 

R,„ reprcsente un radical -alk-S0 2 -R 26 , -alk-S0 2 -CH=CH-R 26 , Het, substitue par -S0 2 - 
R 26 ou phenyle substitue par -S0 2 -R 26 ou -alk-S0 2 -R 26 , 

1 5 R 20 represente un atome d'hydrogene ou un radical alkyle, 

R 2 , represente un radical phenylalkyle, Het, ou Ar,, 

R 22 et R^, identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R 22 et R 23 forment ensemble avec l'atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
20 eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 

R 24 et R 25 , identiques ou differents represented un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien 
R 24 et R 25 forment ensemble avec l'atome d'azote auquel ils sont rattaches un 
25 heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
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eventuellement substitue par un ou plusieurs alkyle, -COalk, -COOalk, -CO-NHalk, 
-CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk ou -CO-NH 2 , 

R 26 represente un radical alkyle, Ar, ou Het,, 

At, represente un radical phenyle, naphtyle ou indenyle, ces radicaux etant 
5 eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, cyano, 
-CO-alk, -COOH, -COOalk, -CONR 27 R 28 , -CO-NH-NR 29 R 30 , alkylsulfanyle, 
alkylsulfinyle, alkylsulfonyle, -alk-NR 29 R 30 , -NR 29 R 30 , alkylthioalkyle, formyle, 
hydroxy, hydroxyalkyle, Het, -O-alk-NH-cycloalkyle, OCF 3 , CF 3 , -NH-CO-alk, 
-S0 2 NH 2 , -NH-COCH 3 , -NH-COOalk, Het ou bien sur 2 atomes de carbone adjacents 
10 par un dioxymethylene, 

Het, represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 
chainons et contenant un ou plusieurs heteroatomes choisis parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, vinyle, halogene, 
alcoxycarbonyle, oxo, hydroxy, OCF 3 ou CF 3 , les heterocycles azotes etant 
15 eventuellement sous leur forme N-oxydee, 

R 27 et R 28 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R 2V et R 28 forment ensemble avec 1' atome d' azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
20 eventuellement substitue par un ou plusieurs radicaux alkyle, 

R 29 et R 30 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R 29 
et R 30 forment ensemble avec l'atome d'azote auquel ils sont rattaches un heterocycle 
mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
25 eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, 
-CO-NHalk, -CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 
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soit R represente CHR 31 et 

R 31 represente un radical -N(R 32 )R 33 , -N(R 32 )-CO-R 33 , -N(R 32 )-S0 2 R 34 , 

R 4 et R 3 , identiques ou differents, represented soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques etant non substitues ou substitues par 
5 un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 
trifluoromethoxy, -CO-alk, cyano, -COOH, COOalk 5 -CONR 22 R 23 , -CO-NH-NR 24 R 25 , 
alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsuifinylalkyle, 
alkylsulfonylalkyle, hydroxyalkyle ou -alk-NR 7 R 8 ; soit un tieteroaromatique choisi 
parmi les cycles benzofiiryle, benzothiazolyle, benzothienyle, benzoxazolyle, 

10 chromannyle, 2,3-d&ydrobenzofuryle, 2,3-dihydrobenzothienyle, faryle, imidazolyle, 
isochromannyle, isoquinolyle, pyrrolyle, pyridyle, pyriniidyle, quinolyle, 1,2,3,4- 
tetrahydroisoquinolyle, thiazolyle et thienyle, ces heteroaromatiques pouvant etre non 
substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, 
trifluoromethoxy, cyano, -COOH, COOalk, -CO-NH-NR 24 R 25 , -CONR 22 R 23 , 

15 -alk-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle , 

R 32 represente un radical -C(R 35 )(R 36 )-Het 2 , -Het 2 , -C(R 35 )(R 36 )-Ar 2 , Ar 2 , cycloalkyle 
ou norbornyle, 

R 33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
20 -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxy, Ar 2 , Het^ -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle 
eventuellement substitue par un ou plusieurs halogene, 

R 34 represente un radical hydroxyalkyle, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR 22 R 23 , 
alcoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle eventuellement substitue par un ou 
plusieurs halogene, 
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R 35 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
-alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxyalkyle, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle 
eventuellement substitue par un ou plusieurs halogene, 

R 36 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
5 -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxyalkyle ou alkyle eventuellement substitue par 
un ou plusieurs halogene, 

ou bien R 35 et R 36 forment ensemble avec T atome de carbone auquel ils sont rattaches 
un cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant eventuellement 
un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
1 0 substitue par un ou plusieurs alkyle, 

Ar 2 represente un radical phenyle, naphtyle ou indenyle, ces differents radicaux etant 
eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, 
cyano, -COOH, -COOalk, -CONR 37 R 38 , -CO-NH-NR 39 R 40 , alkylsulfanyle, 
alkylsulfmyle, alkylsulfonyle, -alk-NR 39 R 40 , -NR 39 R 40 , alkylthioalkyle, formyle, CF 3 , 
15 OCF 3 , Het, -O-alk-NH-cycloalkyle, S0 2 NH 2 , hydroxy, hydroxyalkyle, -NHCOalk, 
NHCOOalk ou sur 2 atomes de carbone adjacents par dioxymethylene, 

Het 2 represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 
chainons et contenant un ou plusieurs heteroatomes choisi parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, halogene, 
20 alcoxycarbonyle, oxo, hydroxy, les heterocycles azotes etant eventuellement sous leur 
fomie N-oxydee, 

R 37 et R 38 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R 37 et R 38 forment ensemble avec 1' atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
25 eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 
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R 39 et R 40 , identiques ou differents, represented un atome d'hydrogene ou tin radical 
alkyle ou bien R 39 et R 40 forment ensemble avec l'atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, cpntenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
5 eventuellement substitue par un ou plusieurs alkyle, 

alk represente un radical alkyle ou alkylene, 

les radicaux et portions alkyle et alkylene et les radicaux et portions alcoxy sont en 
chaine droite ou ramifiee et contiennent 1 a 6 atomes de carbone et les radicaux 
cycloalkyle contiennent 3 a 10 atomes de carbone, 

10 les isomeres optiques de ces composes et leurs sels avec un acide mineral ou 
organique pharmaceutiquement acceptables. 

Les derives d'azetidine preferes sont les suivants : 

l-benzhydryl-3-[(methjdsulfonyl)(phenyl)methylene]azetidine 5 
15 1 -benzhydryl-3-[(3-methylphenyl)(^ 

l-benzhydryl-3-[(3-cUorophenyl)(methylsulfonyl)methylene]^ 

1 -benzhydryl-3-[(3,5-dichloropheny 

l-benzhydiyl-3-[(2,5-dicWorophenyl)^ 

l-benzhydryl-3-[(2,3-dicMoropheny 
20 1 -benzhydiyl-3-[(3-fluorophenyl)(^ 

l-benzhydryl-3-[(3,5-difluoroph^ 

l-benzhydiyl-3-[(3-bromophenyl)(m&^^ 
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l-benzhydryl-3-[(3-iodophenyl)(methylsulfonyl)methylene]azetidine, 

l-benzhydryl-3-[(methylsulfonyl)(3-trifta 

l-ben2hydryl-3-[(methylsulfonyl)(3-rt 

1 -benzhydiyl-3- {[3,5-bis(trifluoromethyl)phenyl](methylsulfonyl)methylene} azeti- 
5 dine, 

l-benzhydiyl-3-[(3,5-dibromophenyl)(methylsulfonyl)methylene]azetidine, 

l-benzhydryl-3-[(3-methoxycarbonylphenyl)(m6%lsulfonyl)methylene]^^ 

l-benzhydryl-3-[(3-cyanophenyl)(methylsulfonyl)methylene]azetidm^ 

l-benzhydryl-3-[(3-carbamoylphenyl)(methylsulfonyl)methylene]az6tidine, 

10 l-benzhydryl-3-[(methylsulfonyl)(napht-l-yl)(methylsulfonyl)methyl^ 

l-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)meth 
azetidine, 

l-|>is(4-methoxyphenyl)methyl]-3-[(3,5-difluorophenyI)(methylsulfonyl)n^ 
lene]azetidine, 

15 l-[bis(4-methylphenyl)methyl]-3-[(3> 
azetidine, 

(RS)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-l-[(4-methoxyphenyl) 
(phenyl)methyl)]azetidine, 

(R)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-l-[(4-methoxyphe 
20 (phenyl)methyl]azetidine, 

(S)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-14(4-methoxypheny0 
(phenyl)methyl]azetidine, 
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l-[bis(4-trifluoromethoxyphenyl)methyl]-3-[(3,5-difluorop 
methylene]azetidine, 

l-[bis(4-trifluoromethylphenyl)methyl]-3-[(3 ? 5-difl^^ 
thylenejazetidine, 

5 l-[bis(4-chlorophenyl) methyl]3-{[3 5 5-bis(trifluoromethyl) phenyl]methylsulfonyl 
methylene} azetidine, 

(RS)-H(4^hlorophenyl)(2,4-^ 
thylsulfonyl)methylene]azetidine ? 

(^)- 1 -[(4-cWorophenyl)(2 ? 4-dicWorophenyl)methyl] 
1 0 thylsulfonyl)methylene]azetidine, 

(S)- 1 4(4-chlorophenyl)(2 9 4-dichlorophenyl)methyl]-3-[(3 5 5-dm 
thylsulfony^methylenejazetidine, 

(RS)-l-{(4-chlorophenyl)[4^ 
nyl)(methylsulfonyl)methylene]azetidine 5 

15 (R)-l-{(4-chlorophenyl)^ 

nyl)(methylsulfonyl)methylene]azetidine ? 

(S)-l-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,^ 
nyl)(methylsulfonyl)methylene]azetidine 5 

(RS)-l-{(4-chlorophenyl)[4-(pyn*olidylmethyl)phenyl]m 
20 phenyl)(methyIsulfonyl)methylene]azetidine, 

(R)-l - {(4-chlorophenyl)[4-(py^^ -3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)-l«{(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl]m 
nyl)(methylsxxlfonyl)methylene]a2etidine, 
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l-{(RS)-(4-chlorophenyl) [4-(3,3-dim6thyl-piperidin-l-yl-methyl) phenyl]methyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylerie]azetidine, 

1_ {(R)-(4-chlorophenyl) [4-(3 s 3-dimethyl-piperidin-l-yl-methyl) phenyl]methyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]az6tidine, 

5 l-{(S)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) ph6nyl]methyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1- {(RS)-(4-chlorophenyl) [4-(thiomorpholin-4-yl-methyl) phenyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l_{(R).(4-cUorophenyl)[4-(thiomorpholin-4-yl-m6thyl)phenyl]me^ 
1 0 difluoropheny l)(methy lsulfonyl)methylene] azetidine, 

l_{(S)-(4-chlorophenyl)[4-(thiomorpholin-4-yl-mthyl)phenyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidin 

1 - {(RS)-(4-chloropheny 1)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl} -3- 
[(3,5^ifluorophenyl)(methylsulfonyl)methylene]az6tidine, 

15 1 - {(R)-(4-chlorophenyl)[ 4-(K-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 _ {(S)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl} -3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { {(RS)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpip6razinyl)methyl]phenyl} me- 
20 thyl}}-34(3,5-difluorophenyl)(methylsulfonyl)melJiylene]azetidine 5 

1 - { {(R)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl} methyl} } - 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 . { {(S)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazijiyl)methyl]phenyl} methyl} } - 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 
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l-{(RS)-(4-cWorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]methyl^ - 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(R)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]m^ -3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, " 

5 l-{(SH4-cWorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)ph6nyl]me 
[(3 5 5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(RS)-(4-chlorophenyl)[4<diisopropylamiBomethyl)phenyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(R)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-di- 
1 0 fluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-chlorophenyl)[4<diisopropylaminom6thyl)phenyl]methyl}-3-[(3,5-di- 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

1- { {(RS)-(4-chlorophenyl) {4-|>is-(2-methoxyethyl)aminomethyl]phenyl}methyl} }- 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidiiie, 

15 l-{{(R)-(4-chlorophenyl){ 4-[bis-(2-methoxyethyl)aminomethyl]phenyl} methyl}}- 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { {(S)-(4-chlorophenyl) {4-[bis-(2-methoxyethyl)aminomethyl]phenyl}m6thyl} }-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(RS)<4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5- 
20 difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 -{(R)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-chlorophenyl)[4Kdi-n-propylaminomethyl)phenyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 
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1 - {(RS)-(4-chlorophenyl)[4-(piperidin- 1 -yl-methyl)phenyl]methyl} -3-[(3 5 5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(R)-(4-chlorophenyl)^ 
phenyl)(methylsulfonyl)methylene]azetidine ? 

5 1 - {(S)-(4Tchlorophenyl)[4-(piperidin- 1 -yl-methyl)phenyl]methyl} -3-[(3 ,5-difluoro- 
phenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chlorophenyl)[4-(4-methyl-piperazin- 1 -yl-methyl)phenyl]methyl} -3 - 
[(3,5-difluorophenyl)(m6thylsulfonyl)methylene]azetidine 5 

1 - {(R)-(4-cWorophenyl)[4-(4-methyl-piperazin-l-yl-m^ 
1 0 difluorophenyl)(methylsulfonyl)methylene]azetidm 

1 _ j (S)-(4-chlorophenyl)[4^ 

difluorophenyl)(methylsulfonyl)methylene]azetidine ? 

v, 

1 - { (RSH4-chlorophenyl)[4-(m 5 5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine ? 

15 l-{(R)-(4-chloropheny^^ 

rophenyl)(methylsulfonyl)methylene]azetidine 5 

1 - {(S)-(4-cWorophenyl)[4-(mo^ 
rophenyl)(methylsulfonyl)methylene]azetidine 5 

1 - {(RS)<4-chlorophenyl)[4-(diethylaminomethyl)phen -3-[(3,5-difluoro- 
20 phenyl)(methylsulfonyI)methylene]azetidine 5 

1 - {(^)-(4-cMorophenyl)[4-(diethylaminomethyl)ph^ 
phenyl)(methyls\ilfonyl)methylene]azetidine, 

1 - {(S)<4-chlorophenyl)[4-(diethylaminomethyl)phenyl]m 
phenyl)(methylsulfonyl)methylene]azetidine, 
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l-{(RS)-(4-chlorophenyl)[4-(piperaz^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(R)-(4-cWorophenyl)[4-(piperazin-2-one-4-yl-methyl)phenyl]methyl} -3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

5 1 - {(S)<4-chlorophenyl)[4-(piperazin-2-one^-yl-methyl)phenyl]methyl} -3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chlorophenyl)[4-(imidazol- 1 -yl-methyl)phenyl]methyl} -3-[(3 ,5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine 5 

l-{(R)<4-chlorophenyl)[4-(imidazol-l-yl-methyl)phenyl]methyl}-3-[(3 
10 phenyl)(methylsulfonyl)methylene]azetidine, 

1- {(S)-(4-chlorophenyl)[4-(imidazol- 1 -yl-methyl)phenyl]m6thyl} -3-[(3,5-difluoro- 
phenyl)(methylsulfonyl)methylene] azetidine, 

(RS)-l-{(4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[(3,5-di- 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

15 (^)-l-{(4-cWorophenyl)[4-(>f 5 N-dimethylcarbamoyl)phenyl]methyl}-3-[(3 
rophenyl)(methylsulfonyl)methylene]azetidine, 

(S)-l-{(4-cWorophenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine, 

(RS)-l-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl)}-3-[(3,5-difluoro- 
20 phenyI)(methylsulfonyI)methylene]azetidine, 

(R)-l-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluorophe 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)-l - {(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl} -3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 
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(RS> 1 -[(4-carbamoylphen^ 
(m6thylsulfonyl)methylene]azetidine 5 

(R).l.[(4. car bamoylph6nyl)(4-chlorophenyl)methyl]-3-[(3,5 
nyl)(methylsulfonyl)methylene]azetidine 5 

5 (S)-l-[(4-carbamoy^ 

(methylsulfonyl)methylene]azetidine, 

l-[bis(4-cMorophenyl)met^ 
azetidine, 

l-benzhydryl-3-[(3-methylsulfanylphenyl)(methylsulfo 

1 0 1 -benzhydryl-34(3-methylsulfanylmethyl)phenyl)](m 
dine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-cyanophenyl)(methylsu^ 
tidine, 

Hbis(4-chIorophenyl)met^ 
15 lene]azetidine 5 

l-|>is(4-cmorophenyl)methyl]-3-[(3-methoxyphenyl)(m^ 
azetidine, 

l-[bis(4^chlorophenyl)m^ 
azetidine, 

20 l-[bis(4-cMorophenyl)m^ 
azetidine, 

l.[bis(4-chlorophenyl)methyl]-34(3-hydroxymethylphenyl 
lenejazetidine, 
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l-[bis(4-chlorophenyl)methyl]3-{(methylsulfonyl) 
methylene} azetidine, 

l-[bis(4-cWorophenyl)methyl]-34(methylsulfonyl)(3-tri 
nyl)(methylsulfonyl)methylene]azaidine ? 

5 l-I>is(4-fluorophenyl^ 
azetidine, 

l-[bis(2-fluorophenyl)metty^ 
azetidine, 

l-[bis(3-fluorophenyl)methyl>^ 
10 azetidine, 

(RS)- 1 4(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfo^ 
lenejazetidine, 

(R)- 1 -[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfo 

azetidine, 

1 5 (S> 1 -[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfon^ 
azetidine, 

(RS)-l-[(4-chlorophenyl)(^ 
nyl)methylene] azetidine, 

(R)-l-[(4-chlorophenyl)(thi^ 
20 methylene] azetidine, 

(S)-l-[(4-cMorophenyl)(thien-2-yl)methyl]-3-[(3 ? 5-difluorophenyl)(me 
methylene] azetidine, 

l-ben2hydryl-3-[(ahylsulfonyl)(phenyl)methylene]azetidine ;> 
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l-[bis(4-chlorophenyl)methyl]-3- { {3-[N-(4-methylpiperazinyl)carbamoyl]phenyl} 
(methylsulfonyl)methylene} azetidine, 

l-|>is(4-chlorophenyl)methyl]-3-{[3<2,2-dim^ 
sulfonyl)methylene} azetidine, 

5 l-[bis(thien-2-yl)methyl]-3-[(3,5-difluor^^ 
dine, 

14bis(p-tolyl)methyl]-3-[(methylsulfonyl)(phenyl)methylene]az^ 

l-[(4-cWorophenyl)(4-hydroxymethylphen^ 
(methylsulfonyl)methylenejazetidine, 

1 0 1 -|bis(4-cMorophenyl)methyl]-3-[(3-met^ 
lene] azetidine, 

(RS)-l-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methyk 
fony l)methylene] azetidine, 

(R)-l-[(4-chlorophenyl)(thiazol-2-yl)me 
15 nyl)methylene]azetidine, 

(S)-l-[(4-chlorophenyl)(thjazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methyl^ 
nyl)methylene]azetidine, 

l_[^i s (4- c hlorophenyl)methyl]-34 
y l)methy lene] azetidine, 

20 l-[bis(4-chlorophenyl)methyl]0-hydroxy-3-[(methylsulfonyl)(2-methoxycarbonyl- 
thien-5-yl)methyl]azetidine-(RS), 

l-|>is(4-chlorophenyl)methyl]-3-[(2-wobutylaminocarbonylthien-5-yl)(me 
sulfonyl)methylene] azetidine, 
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1 -[bis(4-chlorophenyty^ 
methyl-(RS)]azetidin-3-ol, 

l~[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(pyri 
din-3-ol, 

5 l-[bis(4-chlorophenyl)methy^ 
din-3-ol, 

3-({l-|>is-(4-cMorophenyl)metiyl]azetidin-3-ylidene}-m 
(3-morpholin-4-yl-propyl)benzamide, 

3-({l-[>is-(4-chlorophenyl^ 
10 (3-dimethylamino-propyl)benzamide ? 

3-( { 1 -[bis-(4<;hlorophenyl)me^^ 
(2-pyrrolidin- 1 -yl-ethyl)benzamide, 

3-( { 1 -l>is-(4-clilorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino- 1 -methyl-ethyl)benzamide, 

15 3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} »methanesulfonyl-methyl)N- 
piperidin- 1 -yl-benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
isobutyl-benzamide, 

3 -( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
20 (3-imidazol- 1 -yl-propyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino-ethyl)benzamide 3 

N'-methyl-hydrazide de l'acide 3-({l-[>isK4-chlorophenyl)methyl]azetidin-3-yli- 
dene}-methanesulfonyl-methyl)benzoique ? 
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3 -( { 1 -[bis-(4-chloropheny l)methyl] azetidin-3 -ylidene} -methanesulfonyl-methy 1)N- 
(2-morpholin-4-yl-ethyl)benzamide 5 

3-( { i -[bi s .(4-chlorophenyl)methyl]azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
( 1 -ethyl-pyrrolidin»2-ylmethyl)benzamide 5 

5 3-({l-[bis-(4-chlorophenyl)me^^ 
(2 5 2-dimethyl-propyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
cyclohexylmethyl-benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)m^ 
1 0 cyclopropy lmethy 1-benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-methyl-butyl)benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-phenyl-propyl)benzamide, 

15 3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene> -methanesulfonyl-methyl)N- 
(tetrahydro-furan-2-ylmethyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
(2,2-diphenyl-ethyl)benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
20 (2-ethyl-butyl)benzamide, 

ester methylique de l'acide 4-{[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene}-methanesulfonyl-methyl)benzoylamino]methyl}-cyclohexanecarboxylique, 

2-amino-l-{4-[3-({l-[bis-(4-cto 
fonyl-methyl)phenyl]piperazin-l-yl}-ethanone 5 
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ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3 
ylidene} -methanesulfonyl-methyl)phenyl3piperazin- 1 -yl} -2-oxo-ethyl)carbamique, 

1 - {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazin- 1 -yl} -2-methylamino-ethanone, 

5 ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3 
ylidene} -methanesulfonyl-methyl)phenyl]piperazin- 1 -yl } -2-oxo-ethyl)N-methyl- 
carbamique, 

N-methylamide de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} 
methanesulfony 1-methy l)phenyl]piperazine- 1 -carbothioic, 

10 N-methylamide de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carboxylique, 

ester de methyl de l'acide 4-[3-({l-[bis-(4-chlorophenyl)m6thyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carboxylique, 

l-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
15 thyl)phenyl]-4-isobutyl-piperazine, 

1 -[3-( { l-[bis-(4-cluorophenyl)memyl]azetidin-3-ylidene}-methanesulfonyl-me- 
thyl)phenyl]-4-ethyl-piperazine, 

4-acetyl l-[3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl- 
methyl)phenyl]piperazine, 

20 1 - {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazm-l-yl}-2-dimethylamino-ethanone, 

l-[3-({ 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
thyl)phenyl]piperazine, 



,0228346A2_I_> 



WO 02/28346 PCT/FR01/03022 

22 

ester tert-butylique de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene}-methanesulfonyl-methyl)ph6nyl]piperazine-l-carboxylique, 

l-[bis(4-methoxycarbonylphenyl)methyl]^4(3,5-difluorophenyl)(methylsulfony^ 
methylene] azetidine, 

5 3-acetoxy- ^[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorophenyl) 
(methylsulfonyl)methyl-(RS)]azetidine, 

(^S)-4-[4-((4-cmorophenyl){3-[(3,5-difluorophenyl)memanesulfonyl-methyk 
azetidin- 1 -yl} -methyl)benzyl]morpholine, 

4.(4-{3-[(l-benzhydr>d-azetidin-3-ylidene)memanesulfonyl-methyl]phenoxy}bu- 
10 tyl)morpholine, 

4.(4-{3-[(l-ben2hydryl-azetidin-3-ylidene)methanesulfonyl-memyl]phenoxy}-pro 
pyl)morpholine, 

N- { 1 -[bis(4-cWorophenyl)methyl]azetidm-3-yl}-tmen-2-yl-sulfonamide, 
N-{l-[bis(4-cMorophenyl)memyl]azetid^ 
1 5 N-[4-(N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} sulfamoyl)phenyl]acetamide, 
N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3-yl} -4-methylphenylsulfonamide, 
N-{l-[bis(4-cMorophenyl)methyl]azettf^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3-fluorophenylsulfonamide, 
N-{l-|>is(4-cmorophenyl)methyl]azetidin-3-yl}-3,4-dichlorophenylsulfonamide, 
20 N- { l-I>is(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanophenylsulfonamide 5 
N- { l-[bis(4-chlorophenyl)methyl]^ 
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N-{l-[bis(4-chlorophe^ 
N-{l-[>is(4-chlorophenyl)m 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} napht- 1 -yl-sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3-yl] } -3 5 4-difluorophenylsulfonamide, 

5 N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} - 1 -methyl- 1 -i/-imidazol-4-yl- 
sulfonamide, 

N-[4-(N - { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} sulfamoyl)-2- 
chlorophenyl] acetamide, 

N- { 1 -[bis(4-cUorophenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfon 
10 N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3-yl} -4-fluorophenylsulfonamide, 
N-{l-|>is(4-chlorophenyl)m 

N- { 1 -[bis(4-cWorophenyl)methyl]azetidin-3-yl}phenylsulfona^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -(phenylmethyl)sulfonamide ? 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3,5-difluorophenylsulfonamide, 

15 N- { 1 -[bis(4-cWorophenyl)methyl]azaidin-3-yl}pyrid-2-ylsulfonamide 5 

N- { 1 -|>is(4-chlorophenyl)methyl]azetidin-3-yl} -(3 -fluoro-5-pyrrolidin- 1 -yl- 
phenyl)sulfonamide, 

N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl--4- 
fluorophenylsulfonamide, 

20 N-{l-[bis(4-chlorophenyty 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-methyl-phenylsulfonamide ? 
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N-.{ l-[bis(4-cWorophenyl)^ 
(phenylmethyl)sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3 -sulfamoylphenylsulfonamide, 
2-benzenesulfonyl-N- { 1 -|>isK4-cWorpphenyl)-methyl]-azetidin-3-yl} -acetamide, 
5 N- { l-[bis-(4-chlorophe^ 

(3-chlom-4-methylsulfonyHhiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]- 
azetidin-3-yl}-amide, 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -3-(2-phenyl-ethylenesulfonyl)- 
propionamide, 

10 N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -4-methylsulfonyl-benzamide, 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -4-methanesulfonyl-benzamide, 

(5-methylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin- 
3-yl} -amide, 

(5-methylsulfonyl-3-methyl-4^ { 1 -[bis-(4-chlorophenyl> 

1 5 methyl]-azetidin-3-yl} -amide, 

(RS)-N- { 1 -[(4-cMoro-pte^ 
benzenesulfonamide, 

(RS)-N- { 1 -[(4-cMoro-ph6nyl)-pyri^ 
benzenesulfonamide, 

20 N-{l-[bis-(4-cMorophenyl)me^ 
sulfonamide, 
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N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(6-ethylpyrid-2-yl)-methyl- 
sulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]a2etidin-3-yl} -N-quinol-6-yl-methyl-sulfonamide, 

N- { 1 -[bis-(4-cWorophenyl)methyl]azetidiii-3-yl} -N-quinol-5-yl-methyl-sulfonamide, 

5 N- { 1 -l>is-(4-cMorophenyl)methyl]azetidin-3-yl} -N-isoquinol-5-yl-methyl- 
sulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-pyrid-3-yl-methyl-sulfonamide 5 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl> -N-(l -oxyde-pyrid-3-yl)- 
methylsulfonamide, 

1 0 N-(lR,2S,4S)-bicyclo[2,2, 1 ]hept-2-yl-N- { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3- 
yl} -methylsulfonamide, 

N-(lR ? 2R,4S)-bicyclo[2,2 ? l]hept-2-yl-N- { l-[bis-(4-chlorophenyl)methyl] azetidin-3- 
y 1 } -methy lsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3,5-difluorophenyl)- 
15 methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3-yl} -N-(thiazol-2-yl)-methyl 
sulfonamide, 

N-{l-[bis-(4-chlorophenyl)-m^ 
methylsulfonamide, 

20 N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -N-(3-hydroxyphenyl)- 
methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -N-(3-hydroxymethyl-phenyl)- 
methylsulfonamide, 
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N- { l-[bis<4-cmorophenyl)-m6thyl]-azetidin-3-yl}-N-(methylsulfonyl)-3- 
aminobenzoate d'ethyle, 

N-{l-l>is<4-cWorophenyl)m6thyl]az6tidin-3-yl}-N-(l-isobutyl-piperid-4-yl)- 
m6thylsulfonamide, 

5 N-benzyl-N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} amine, 

N-{l-[bis(4-chlorophenyl)methyl]az^^ 

N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5- 
difluorobenzyl)memylsulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(pyrid-3-yl-methyl)- 
10 methylsulfonamide, 

N- { 1 -[bisK4-fluoro-phenyl)-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)- ... 
methylsulfonamide, 

(RS)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3-yl} -N-(3,5- 
difluorophenyl)-methylsulfonamide 5 

1 5 (R)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3-yl} -N-(3,5- 
difluorophenyl)-methylsulfonamide, 

(S)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-az6tidin-3-yl} -N-(3 ,5- 
difluorophenyl)-methylsulfonamide, 

(^S)-N-{l-[(4-cUorophenyl)-pyrid^-yl-methyl]-azetidin-3-yl}-N-(3 9 5- 
20 difluorophenyl)-methylsulfonamide, 

(^)-N-{l-[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5- 
difluorophenyl)-methylsulfonamide, 
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(S)-N-{l-[(4-chlorophenyl)-pyr^ 
difluorophenyl)-methylsulfonamide 5 

(RS)-N- { 1 -[(4-cMorophenyl)-pyrimidin^ 
difluorophenyl)-methylsulfonamide ? 

5 (R)-N-{l-[(4-cMorophenyl)-pyrimidin-5-yl-methyl]-aze 
difluorophenyl)-methylsulfonamide 5 

(S)-N- { 1 -[(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin-3-y -N-(3,5- 
difluorophenyl)-methylsuIfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3 ? 5-difluorophenyl)- 
10 benzylsulfonamide, 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide 
mineral ou organique. 

Et encore plus particulierement preferes sont les derives d'azetidine suivants : 

l-[bis(4-cmorophenyl)methyl]-3-[(3 ? 5-difluorophenyl)(methylsu^ 
15 (RS)]azetidin-3-ol, 

3-acetoxy-l-[bis-(4-chlorophenyl)m&^^ 
ulfonyl)methyl)methyl sulfonylmethyI-(RS)]azetidine 

l-|>is(4-cWorophenyl)methy^ 
azetidine, 

20 leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide 
mineral ou organique. 

Comme exemples de sels pharmaceutiquement acceptables des derives d'azetidine, 
peuvent etre cites les sels suivants : benzenesulfonate, bromhydrate, chlorhydrate, 
citrate, ethanesulfonate, fumarate, gluconate, iodate, isethionate, maleate, 
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methanesulfonate, methylene-bis-P-oxynaphtoate, nitrate, oxalate, pamoate, 
phosphate, salicylate, succinate, sulfate, tartrate, theophyllinacetate et 
p-toluenesulfonate. 

D'autres antagonistes CB1 utiles dans les associations selon Tinvention sont par 
5 exemple les derives de pyrazole decrits dans EP576357, EP658546, EP656354, 
WO97/19063 et WO00/46209, les derives de benzothiophene et benzofuranne decrits 
dans WO96/02248, les arylsulfonamides decrits dans WO98/37061. En particulier, on 
peut citer les produits connus sous le code SR141716 et LY320135. 

L'effet de synergie de Tassociation de sibutramine et d'un antagoniste CB1 dans la 
10 prise alimentaire a ete determine selon le protocole suivant : 

Des rats Zucker obeses Fa/fa ages de 7 semaines et provenant de Iffa-Credo, France 
ont ete utilises dans cette etude. Les rats sont heberges dans des cages individuelles et 
peses tous les jours entre 8 et 10 heures le matin. La quantite de nourriture est 
egalement pesee chaque matin a la meme heure. Cette nourriture (M20, Pietrement, 

15 France) est changee chaque jour et les rats y ont librement acces durant 24 heures. 
Pendant une semaine tous les rats sont traites par le vehicule (miglyol 812N et 
methylcellulose 0,5%/polysorbate SO 0,2%) en deux administrations consecutives. A 
partir du 8eme jour les rats sont traites par le vehicule, Tantagoniste CB1 (l-[bis(4- 
cWorophenyl)methyl]-3-[(3,5-^ 

20 ou la sibutramine par voie orale (voir table ci-dessous). 

La sibutramine est mise en solution dans une solution de methylcellulose 
0,5%/polysorbate 80 0,2% et administree a la dose de 3 mg/kg; Tantagoniste CB1 est 
mis en solution dans du miglyol 812N (Huls, Allemagne) a la dose de 0,6 mg/kg, les 
deux produits sont administres sous un volume de 1 ml/kg. Chaque groupe est 
25 constitue de 12 a 14 animaux. Les groupes suivants sont constitues et les animaux 
sont traites pendant cinq jours a raison de deux administrations consecutives chaque 
jour. 
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GROUPE 


Premiere 
administration 


Deuxieme administration 


1 

"groupe vehicule" 


miglyol 


methylcellulose 0,5 % / 
polysorbate 0,2% 


2 

"groupe sibutramine" 


miglyol 


sibutramine 3 mg/kg 


3 

"groupe antagoniste CB1" 


antagoniste CB1 
0 5 6mg/kg 


methylcellulose 0,5 % / 
polysorbate 0,2% 


4 

"groupe association" 


antagoniste CB1 
0,6mg/kg 


sibutramine 3 mg/kg 



Chaque jour, la consommation alimentaire de chaque animal est mesuree. Les 
resuhats sont exprimes en quantite moyenne de nourriture consommee durant les 5 
jours de traitement. Les resultats obtenus sont mentionnes dans le tableau ci-dessous. 
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Traitement 


Consommation alimentaire durant 
les 5 jours de traitement (g) 


Vehicules 


25,52 ± 0,30 


sibutramine 3 mg/kg 


24,60 ± 0,32* 


antagoniste CB1 
0,6 mg/kg 


24,00 ± 0,24** 


sibutramine (3 mg/kg) 
4- 

antagoniste CB1 
(0,6 mg/kg) 


22,76 ±0,02*** 



* p <0,05 ** p <0,01 *** p <0,0001 

Les resultats demontrent que chez les animaux recevant l'association sibutramine et 
antagoniste CB1 la diminution de la consommation alimentaire est tres superieure a 
5 celle des animaux traites soit par la sibutramine seule soit par l'antagoniste CB 1 seul. 

Les composes de l'association peuvent etre employes par voie orale, parenteral, 
transdermale ou rectale soit simultanement soit separement soit de facon etalee dans 
le temps. 

La presente invention conceme egalement les compositions pharmaceutiques 
10 contenant l'association de sibutramine, son hydrate ou un de ses sels 
pharmaceutiquement acceptables et d'un antagoniste du recepteur CB1 a l'etat pur ou 
avec un ou plusieurs diluants et/ou adjuvants compatibles et pharmacologiquement 
acceptables et/ou eventuellement en association avec un autre produit 
pharmaceutiquement compatible et physiologiquement actif pour un usage soit 
1 5 simultane, soit separe, soit etale dans le temps. 
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Comme compositions solides pour administration orale, peuvent etre utilises des 
comprimes, des pilules, des poudres (capsules de gelatine, cachets) ou des granules. 
Dans ces compositions, les principes actifs sont melanges a un ou plusieurs diluants 
inertes, tels que amidon, cellulose, saccharose, lactose ou silice, sous courant d'argon. 
5 Ces compositions peuvent egalement comprendre des substances autres que les 
diluants, par exemple un ou plusieurs lubrifiants tels que le stearate de magnesium ou 
le talc, un colorant, un enrobage (dragees) ou un vemis. 

Comme compositions liquides pour administration orale, on peut utiliser des 
solutions, des suspensions, des emulsions, des sirops et des elixirs pharma- 
10 ceutiquement acceptables contenant des diluants inertes tels que l'eau, Tethanol, le 
glycerol, les huiles vegetales ou l'huile de parafFme. Ces compositions peuvent 
comprendre des substances autres que les diluants, par exemple des produits 
mouillants, edulcorants, epaississants, aromatisants ou stabilisants. 

Les compositions steriles pour administration parenteral, peuvent etre de preference 
15 des solutions aqueuses ou non aqueuses, des suspensions ou des emulsions. "Comme 
solvant ou vehicule, on peut employer l'eau, le propyleneglycol, un 
polyethyleneglycol, des huiles vegetales, en particulier l'huile d'olive, des esters 
organiques injectables, par exemple l'oleate d'ethyle ou d'autres solvants organiques 
convenables. Ces compositions peuvent egalement contenir des adjuvants, en 
20 particulier des agents mouillants, isotonisants, emulsifiants, dispersants et stabilisants. 
La sterilisation peut se faire de plusieurs fa?ons, par exemple par filtration 
aseptisante, en incorporant a la composition des agents sterilisants, par irradiation ou 
par chauffage. Elles peuvent egalement etre preparees sous forme de compositions 
solides steriles qui peuvent etre dissoutes au moment de l'emploi dans de l'eau sterile 
25 ou tout autre milieu sterile injectable. 

Les compositions pour administration rectale sont les suppositoires ou les capsules 
rectales qui contiennent, outre le produit actif, des excipients tels que le beurre de 
cacao, des glycerides semisynthetiques ou des polyethyleneglycols. 
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Les compositions pharmaceutiques contiennent generalement 0,5 a 10 mg de 
sibutramine et 0, 1 a 200 mg de l'antagoniste CB 1 . 

La presente invention conceme egalement la methode de traitement de Tobesite qui 
consiste a administrer au patient une association selon 1'invention soit simultanement 
5 soit separement soit de maniere etalee dans le temps. 

Les doses dependent de l'effet recherche, de la duree du traitement et de la voie 
d'administration utilisee; elles sont generalement de 1 a 15 mg par jour par voie orale 
pour un adulte de sibutramine et de 0,10 a 500 mg par jour par voie orale pour un 
adulte de Tantagoniste CB 1 . 

10 D'une fa9©n generale, le medecin determinera la posologie appropriee en fonction de 
Tage, du poids et de tous les autres facteurs propres au sujet a traiter. 
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REVENDICATIONS 

1 - Association d'un antagoniste CB1 et de sibutramine, son hydrate ou un de ses sels 
pharmaceutiquement acceptables. 

2 - Association selon la revendication 1 pour laquelle Tantagoniste CB1 est un 
5 compose de formule : 




N- 



(I) 



dans laquelle 



soit R represente une chaine (A), (B) et 



S0 2 R., 



ou 



(A) 



R 2 



OR" 



•CK 



(B) 



sc^r., 



^2 



10 Rj represente un radical methyle ou ethyle, 

R 2 represente soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, 
alcoxy, -CO-alk, hydroxy, -COOR 5 , formyle, trifluoromethyle, trifluoromethylsulfa- 
nyle, trifluoromethoxy, nitro, -NR 6 R 7 , -CO-NH-NR 6 R 7 , -N(alk)COOR 8 , cyano, 
-CONHR^ -CO-NR 16 R ]7 , alkylsulfanyle, hydroxyalkyle, -Oalk-NR 12 R 13 ou alkylthio- 
alkyle soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, 
benzothienyle, benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 
2,3-dihydrobenzothienyle, indolinyle, indolyle, isochromannyle, isoquinolyle, pyri- 



15 
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dyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, 1,2,3,4-tetrahydxoquinolyle, thiazo- 
lyle, thienyle, ces heteroaromatiques pouvant etre non substitues ou substitues par un 
halogene, alkyle, alcoxy, -COOR 5 , trifluoromethyle, trifluoromemylsulfanyle, trifluo- 
romethoxy, nitro, -NR«R 7 , -CO-NH-NR 6 R 7 , cyano, -CONHR,, alkylsulfanyle, hy- 
5 droxyalkyle ou alkylthioalkyle, 

R 3 et R 4 , identiques ou differents, represented soit un aromatique choisi parmi phe- 
nyle, naphtyle ou indenyle, ces aromatiques etant non substitues ou substitues par un 
ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, trifluoro- 
methoxy, -CO-alk, cyano, -COOR 5 , -CONR I0 R„, -CO-NH-l^R,, alkylsulfanyle, 

10 hydroxyalkyle, -alk-NReR, ou alkylthioalkyle; soit un heteroaromatique choisi parmi 
les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 
2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, isochromannyle, isoqui- 
nolyle, pyrrolyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, thiazolyle, thienyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 

15 alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOR 5 , 
-CO-NH-NR 6 R 7 , -CONR 10 R„, -alk-NR 6 R 7 , alkylsulfanyle, hydroxyalkyle ou 
alkylthioalkyle, 

R 5 est un radical alkyle ou phenyle eventuellement substitue par un ou plusieurs ato- 
nies d'halogene, 

20 R 6 et R 7 , identiques ou differents represented un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R« 
et R 7 forment ensemble avec l'atome d' azote auquel ils sont rattaches un heterocycle 
mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement un autre h6teroatome choisi parmi oxygene, soufre et azote et etant 

25 eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, -CO- 
NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 , oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 

R 8 represente un radical alkyle, 
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R, represente un atome d'hydrogene ou un radical alkyle ou alkyle substitue par dial- 
kylamino, phenyle, cycloalkyle (eventuellement substitue par -COOalk) ou un hete- 
rocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement un ou plusieurs heteroatomes choisis parmi oxygene, soufre et azote 
5 et etant eventuellement substitue par un ou plusieurs radicaux alkyle, 

R 10 et R,„ identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R, 0 et R n forment ensemble avec 1'atome d'azote auquel ils sont ratta- 
ches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant even- 
tuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
1 0 eventuellement substitue par un radical alkyle, 

R 12 et R 13 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle, cycloalkyle ou bien R 12 et R 13 forment ensemble avec 1'atome d'azote auquel 
ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, 
contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote 
15 et etant eventuellement substitue par un radical alkyle, -COalk, -COOalk, 
-CO-NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 ou un heterocycle mono ou bicyclique 
sature ayant 3 a 10 chainons et contenant un heteroatome choisi parmi oxygene, sou- 
fre et azote, 

R, 4 et R l5 , identiques ou differents, represented un atome d'hydrogene ou un radical 
20 alkyle ou -COOalk, 

R ie e t Rn forment ensemble avec 1'atome d'azote auquel ils sont rattaches un hetero- 
cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote, 

R' represente un atome d'hydrogene ou un radical -CO-alk, 

25 soit R represente un radical CHR, 8 et 

R 18 represente un radical -NHCORi 9 ou -N(R 20 )-Y-R 21 , 
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Y est CO ou S0 2 , 

R 4 et R 3 , identiques ou differents, representent soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques etant non substitues ou substitues par 
un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 

5 trifluoromethoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR^R^, 
-CO-NH-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle, ou -alk-NR,^; soit un 
heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, 
benzoxazolyle, chromannyle, 2,3-dihydi-obenzofuryle, 2,3-dihydrobenzothienyle, 

10 pyrimidinyle, furyle, imidazolyle, isochromannyle, isoquinolyle, pyrrolyle, pyridyle, 
quinolyle, 1,2,3,4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 
alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOH, -COOalk, 
-CO-NH-NR 24 R 25 , -CONR^, -alk-NR 24 R 2S , alkylsulfanyle, alkylsulfinyle, 

15 alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou 
hydroxyalkyle, 

R 19 represente un radical -alk-S0 2 -R 26 , -alk-S0 2 -CH=CH-R 26 , Het, substitue par -S0 2 - 
R 26 ou phenyle substitue par -S0 2 -R 26 ou -alk-S0 2 -R 25 , 

R 20 represente un atome d'hydrogene ou un radical alkyle, 

20 . R 2 , represente un radical phenylalkyle, Het, ou Ar„ 

R, 2 et Ra, identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle ou bien R 22 et R 23 forment ensemble avec l'atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
25 eventuellement substitue par un ou plusieurs alkyle, 
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R 24 et R 25 , identiques ou differents represented un atome d'hydrogene ou uri radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien 
R 24 et R 25 forment ensemble avec Patome d'azote auquel ils sont rattaches un 
heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
5 eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, -COalk, -COOalk, -CO-NHalk, 
-CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk ou -CO-NH 25 

R 26 represente un radical alkyle, Ar x ou Het„ 

At, represente un radical phenyle, naphtyle ou indenyle, ces radicaux etant 
10 eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, cyano, 
-CO-alk, -COOH, -COOalk, -CONR 27 R 28 , -CO-NH-NR 29 R 303 alkylsulfanyle, 
alkylsulfmyle, alkylsulfonyle, -alk-NR 29 R 305 -NR 29 R 30? alkylthioalkyle, formyle, 
hydroxy, hydroxyalkyle, Het, -O-alk-NH-cycloalkyle, OCF 3 , CF 3 , -NH-CO-alk, 
-S0 2 NH 2 , -NH-COCH3, -NH-COOalk, Het ou bien sur 2 atomes de carbone Sdjacents 
1 5 par un dioxymethylene, 

Hetj represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 
chainons et contenant un ou plusieurs heteroatomes choisis parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, vinyle, halogene, 
alcoxycarbonyle, oxo, hydroxy, OCF 3 ou CF 3 , Ies heterocycles azotes etant 
20 eventuellement sous leur forme N-oxydee, 

R 27 et R 28 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle ou bien R 27 et R 28 forment ensemble avec l'atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
25 eventuellement substitue par un ou plusieurs radicaux alkyle, 

R 29 et R 30 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R 29 



BNSDOCID: <WO 0228346A2_I_> 



WO 02/28346 



PCT/FRO 1/03022 



38 

et R 30 forment ensemble avec l'atome d'azote auquel ils sont rattaches un heterocycle 
mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement im autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, 
5 -CO-NHalk, -CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 

so it R represente CHR 3I et 

R 31 represente un radical -N(R 32 )R 33 , -N(R 32 )-CO-R 33 , -N(R 32 )-S0 2 R 34 , 

R 4 et R 3 , identiques ou differents, represented soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques etant non substitues ou substitues par 

10 un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 
trifluoromethoxy, -CO-alk, cyano, -COOH, COOalk, -CONR 22 R 23 , -CO-NH-NR 24 R 25 , 
alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, 
alkylsulfonylalkyle, hydroxyalkyle ou -alk-NR 7 R 8 ; soit un heteroaromatique choisi 
parmi les cycles benzofiiryle, benzothiazolyle, benzothienyle, benzoxazolyle, 

15 chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, imidazolyle, 
isochromannyle, isoquinolyle, pyrrolyle, pyridyle, pyrimidyle, quinolyle, 1,2,3,4- 
tetrahydroisoquinolyle, thiazolyle et thienyle, ces heteroaromatiques pouvant Stre non 
substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, 
trifluoromethoxy, cyano, -COOH, COOalk, -CO-NH-NR 24 R 25 , -CONR^Rb, 

20 -alk-NR^Ry, alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle , 

R 32 represente un radical -C(R 35 )(R 36 )-Het 2 , -Het 2 , -C(R 35 )(R 36 )-Ar 2 , Ar 2 , cycloalkyle 
ou norbornyle, 

R 33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
25 -alk-CONR 22 R 23 , -alk-NR^, alcoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle 
eventuellement substitue par un ou plusieurs halogene, 
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R y4 represente un radical hydroxyalkyle, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR 22 R 23 , 
alcoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle eventuellement substitue par un ou 
plusieurs halogene, 

R 35 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
5 -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxyalkyle, Ar 2 , Het* -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle 
eventuellement substitue par un ou plusieurs halogene, 

R 36 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
-alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxyalkyle ou alkyle eventuellement substitue par 
un ou plusieurs halogene, 

10 ou bien R 35 et R 36 forment ensemble avec P atome de carbone auquel ils sont rattaches 
un cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant eventuellement 
un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs alkyle, 

Ar 2 represente un radical phenyle, naphtyle ou indenyle, ces differents radicaux etant 
15 eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, 
cyano, -COOH, -COOalk, -CONR 37 R 38 , -CO-NH-NR 39 R 40 , alkylsulfanyle, 
alkylsulfmyle, alkylsulfonyle, -alk-NR 39 R 40 , -NR 39 R 40 , alkylthioalkyle, formyle, CF 3 , 
OCF 3 , Het, -O-alk-NH-cycloalkyle, S0 2 NH 2 , hydroxy, hydroxyalkyle, -NHCOalk, 
NHCOOalk ou sur 2 atomes de carbone adjacents par dioxymethylene, 

20 Het 2 represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 
chainons et contenant un ou plusieurs heteroatomes choisi parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, halogene, 
alcoxycarbonyle, oxo, hydroxy, les heterocycles azotes etant eventuellement sous leur 
forme N-oxydee, 

25 R 37 et R 38 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle ou bien R 37 et R 38 forment ensemble avec l'atome d'azote auquel ils sont 
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rattaches un heterocycle mono ou bicyclique sature ay ant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 

R 39 et R 40 , identiques ou differents, represented un atome d'hydrogene ou un radical 
5 alkyle ou bien R 39 et R 40 forment ensemble avec 1' atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 

alk represente un radical alkyle ou alkylene, 

10 les radicaux et portions alkyle et alkylene et les radicaux et portions alcoxy sont en 
chaine droite ou ramifiee et contiennent 1 a 6 atomes de carbone et les radicaux 
cycloalkyle contiennent 3 a 10 atomes de carbone, 

les isomeres optiques de ces composes et leurs sels avec un acide mineral ou 
organique pharmaceutiquement acceptables. 

15 3 - Association selon la revendication 2 pour laquelle le compose de formule (I) est 
choisi parmi les composes suivants : 

l-benzhydryl-3-[(methylsulfonyl)(phenyl)methylene]azetidine, 
1 -benzhydtyl-3-[(3-methylphe 
1 -benzhydryl-34(3-chloroph^ 
20 l-benzhydryl-3-[(3,5-dichloropM 
1 -benzhydryl-34(2,5-dichloroph^ 

l-benzhydrylO-[(2,3-dichlorophenyl)(methylsulfonyl)methyl^ 
l-ben2hydryl-3-[(3-fluorophenyl)(methylsulfonyl)methylene]aze^^ 
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l-ben2hydryl-3-[(3,5-difluorop 

l-benzhydryl-3-[(3-bromophenyl)(m 

l-benzhydryl^-[(3-iodophenyl)(m^ 

l-berizhydryl-3-[(methylsulfonyl)(3-tri^ 

5 l-beiizhydiyl-3-[(methylsulfonyl)(3-trifl^^ 

l-beiizhydryl-3-{[3,5-bis(trifluorom&hyl)p^ 
dine, 

l-benzhydryl-3-[(3,5-dibromophenyl)(methylsulfonyl)methylene]azetidin^ 

l-benzhydiyl-34(3-methoxycarbonylphenyl)(methylsulfonyl)meth^^ 

1 0 1 -beirzJiydryl-S-tCS-cyanopheny^Cmethylsulfony^methylenelazetidine, 

l-benzhydryl-3-[(3-carbamoylphenyl)(mahylsulfonyl)methylene]az6tidine, - 

l-benzhydryl-3-[(methylsulfonyl)(napht-l-yl)(methylsulfonyl)methy^ 

l-|>is(4-cMorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)me^ 
azetidine, 

1 5 1 -[bis(4-methoxyphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)me^ 
lene]azetidine, 

l-[bis(4-methylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methyl^ 
azetidine, 

(RS) : 3-[(3 ,5-difluorophenyl)(methylsulfonyl)methylene]- 1 -[(4-methoxyphenyl) 
20 (phenyl)methyl)]azetidine, 
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(^)-3^(3,5-difluorophenyl)(methylsulfonyl)methylene]-l-[(4-methoxyph6nyl) 
(phenyl)methyl] azetidine, 

(S)^-[(3,5-difluorophenyl)(methylsulfony 
(phenyl)methyl]azetidine, 

5 l-[bis(4-trifluorom6thoxyph^^ 
methylene]azetidine, 

l-[bis(4-trifluoromethylphenyl)m^ 
thy lene] azetidine, 

l-[bis(4-chlorophenyl) methyl]3-{[3,5-bis(trifluoromethyI) phenyl]methylsulfonyl 
10 methylene} azetidine, 

(RS)-l-[(4-chlorophenyl)(2,4-to 
thylsulfonyl)methylene]azetidine, 

(R)-l^(4-chlorophenyl)(2,4-dicWorophenyl)methyl]-3-[(3,5-difluorophenyl)(me- 
thylsulfonyl)methylene]azetidine, 

15 (S)-l-[(4-chlorophenyl)(2,4-dichlorophenyl)methyl]-3-[(3,5-difluorophenyl)(me- 
thylsulfonyl)methylene]azetidine, 

(RS)-l-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-34(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

(R)_l.{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluorophe- 
20 nyI)(methylsulfonyl)methylene]azetidine, 

(S)-l-{(4-cWorophenyl)[4-(hydroxymethyl)phenyl]methyl}0-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

(RS)-l - {(4^hlorophenyl)[4-(pyrrolidylmethyl)phenyl]methyl} -3-[(3,5-difluoro- 
phenyl)(methylsulfonyl)methylene]azetidine, 
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(R)-l - {(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)-l-{(4-cMorophenyl)[4-(pyn:ol^ 
nyl)(methylsulfonyl)methylene]azetidine, 

5 l-{(RS)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) phenyl]methyl}-3- 
[(3,5-diflubrophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(R)-(4-chlorophenyl) [4-(3 s 3-dimethyl-piperidin-l-yl-methyl) phenyl]m6thyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) phenyl]methyl}-3- 
1 0 [(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(RS)-(4-chlorophenyl) [4-(thiomorpholin-4-yl-methyl) phenyl]methyl}-3-[(3,5- 
difluorophenyI)(methylsulfonyl)methylene]azetidine, 

1 - {(R)-(4-chlorophenyl)[4<tWomo 
di£luorophenyl)(niethylsulfonyl)methylene]azetidine, 

15 l-{(S)-(4-chlorophenyl)[4-(thiomorpholin-4-yI-methyl)phenyl]methyl}-3-^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl} -3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(R)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl}-3- 
20 [(3,5-difluorophenyI)(methylsulfonyI)methyIene]azetidine, 

l-{(S)-(4-chlorophenyl)[ 4-(N-6thyl-N-cyclohexyl-aminomethyl)phenyl]m6thyl}-3- 
[(3,5-difluorophenyl)(m6tliylsulfonyl)m6thylene]azetidine, 

l-{{(RS)<4-chlorophenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}me- 
thyl}}-3-[(3,5-difluorophenyl)(methylsiUfonyl)methylene]azMdine, 
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1 - { {(R)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl} methyl} } - 
3-[(3 5 5-difluorophenyl)(methylsulfonyl)methylene]azet^ 

1- { {(S)-(4-cMorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)me 
3-[(3 5 5-difluorophenyl)(methylsulfonyl)methylene]aze1id 

5 1 - {(RS)-(4-chlorophenyl)[4-^ - 
3_[(3 3 5-difluorophenyl)(methylsulfonyl)methylene]azetidm^ 

1 . {(R)-(4-chlorophenyl)[4-^ 

[(3,5-difluorophenyl)(methylsulfonyl)methylene]azeti 

1 . {(S)-(4-chlorophenyl)[4-(N-cy^ -3- 
1 0 [(3 ? 5-difluorophenyl)(methyte^ 

1 - {(RS)-(4-cMorophenyl)[4-(diisopropylaminomethyl)phenyl]m 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 . {(Tt)-(4-chlorophenyl)[4-(diiso 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

15 1 - {(S)-(4-chlorophenyl)[4-(diisopropy^ -3-[(3,5-di- 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

1- { {(RS)-(4-chlorophenyl) {4-[>is-(2-methoxyethyl)aminomethyl]phenyl}m } - 
3-[(3,5-difluorophenyl)(me^ 

l-{{(R)-(4-cWorophenyl){ 4-[bis-(2-metiioxyethyl)aminomethyl]phenyl} methyl}}- 
20 3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine ? 

1 . { {(S)-(4-chlorophenyl) {4-[bis-(2-mahoxyethyl)aminomethyl]phenyl}methyl} } -3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

l-{(RS)-(4-cMorophenyl)[4-(di^^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine 5 
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1 - {(R)<4-cMorophenyl)[4-(di-n-propylaminomethyl)phenyl]m6thyl> -3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine s 

l-{(S)-(4-cWorophenyl)[4<di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

5 1- {(RS)-(4-chlorophenyl)[4-(piperidin-l -yl-methyl)phenyl]methyl}-3-[(3,5-difluo- 
rophenyl)(methylsulfonyl)m6thylene]azetidine, 

l-{(R)K47cWorophenyl)[4-(piperidin-l-yl-methy])phenyl]methyl>-3-[(3,5-difl 
phenyl)(methylsulfonyl)methyldne]azetidine, 

1 - {(S)-(4-chlorophenyl)[4-(pip6ridin- l-yl-methyl)phenyl]methyl} -3-[(3,5-difluoro- 
1 0 phenyl)(methylsulfonyl)methylene]azetidine, 

l-{(RS)<4-chlorophenyl)[4-(4-methyl-piperazin-l-yl-methyl)phenyl]m^ 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

H(R)-(4-cWorophenyl)[4<4-methyI^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

15 l-{(S)<4-chlorophenyl)[4-(4-m6thyl-piperazin-l-yl-methyl)phenyl]methyl}-3-^ 
difluorophenyl)(methylsulfonyl)methyldne]azetidine, 

H(RS)-(4-cWorophenyl)[4-(moipholin-4^^ 
rophenyl)(m6thylsulfonyl)methylene]azetidine, 

l-{(R)<4-chlorophenyl)[4-(moipholin-4-yl-methyl)phenyl]methyl}-3-[(^ 
20 rophenyl)(methylsulfonyl)methylene]a2etidine, 

H(SM4-chlorophenyl)[4-(morpholin-4-yl-^^ 
rophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(RS)-(4-chlorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(^ 
phenyl)(methylsulfonyl)methylene]azetidine, 
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1 - {(K)-(4-chlorophenyl)[4<diethylai^ 
phenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-cWorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-difluoro- 
phenyl)(methylsulfonyl)m6thylene]azetidine, 

5 l-{(RS)-(4-chlorophenyl)[4-(piperazm^ 

difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 . {(R).(4-chlorophenyl)[4-(piperazin-2-one-4-yl-methyl)phenyl]inethyl} -3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 . {(S)<4-chlorophenyl)[4-(piperazin-2-one-4-yl-methyl)phenyl]methyl> -3-[(3,5- 
1 0 difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(RSM4-cMorophenyl)[4-(imidazol- 1 -yL^ 
rophenyl)(methylsulfonyl)methylene]azetidine, 

l_{(R).(4-chlorophenyl)[4-(imidazol-l-yl-methyl)phenyl]methyl}-3-[(3,5-difl^^ 
phenyl)(methylsulfonyl)methylene]azetidine, 

15 i-{(S)K4^Morophenyl)[4-(imidazol-l-yl-methyl)phenyl]methyl}0^(3,5-difluoro- 
phenyl)(methylsulfonyl)methylene] azetidine, 

(RS)-l - {(4-chlorophenyl)[4-(K,N-dimethylcarbamoyl)phenyl]methyl} -3-[(3,5-di- 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

(R).l-{(4-chlorophenyl)[4-(N 5 N-dimel3iylcarbamoyl)phenyl]methyl}-3-[(3,5-di 
20 rophenyl)(methylsulfonyl)methylene]azetidine, 

(S)- 1 - {(4-cWorophenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl} -3-[(3 ,5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine 5 

(RS)-l-{(4-chlorophenyl)[4-(N-ethylcaA 
phenyl)(methylsulfonyl)methylene]azetidine, 
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(R)-l-{(4-cWorophenyl)[4-(N-ethylcarbamoyl)phenyl]m 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)-l.{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]m 
nyl)(methylsulfonyl)methylene]azetidine ? 

5 (RS)- 1 -[(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3~[(3 ,5-difluorophenyl) 
(methylsulfonyl)methylene]azetidirie 5 

(R)- 1 -[(4«carbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3 
nyl)(methylsulfonyl)methylene]azetidine 5 

(S> 1 -[(4-carbamoylphenyl)^ 
1 0 (methylsulfonyl)methylene]azetidine ? 

l-[bis(4-cMorophenyl)met^ 
azetidine, 

l-beiLzhydryl-3<(3-me^ 

l-benzhydryl-3-[(3-meti^ 
15 dine, 

l-|>is(4-chlorophenyl)methyl]-3-[(3-cyanophenyl)(methyk 
tidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-carbamoylphenyl)(me 
lene]azetidine, 

20 l-[bis(4-cmorophenyl)methyl]-3-[(3-methoxyphenyl)(m 
azetidine, 

Hbis(4-chlorophenyl)methy^^ 
azetidine, 
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l-|kis(4-chlorophenyl)methyl]-3-[(me^^ 
azetidine, 

l-(>is(4-cMorophenyl)methyl]-3-[(34iydro^ 
lenejazetidine, 

5 l-[bis(4-cmorophenyl)methyl]3-{(methylsulfonyl)[3-(N-piperidylcarbamoyl)ph6nyl] 
methylene} azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(m^ 
nyl)(methylsulfonyl)methylene]azetidine, 

l-[bis(4-fluorophenyl)methyl]-34(3,5^ifluorophenyl)(methylsulfonyl)me 
10 azetidine, 

l-|>is(2-fluorophenyl)mahyl]^-[(3,5-difluorophenyl)(methylsulfonyl)methylene] 
azetidine, 

l-[bis(3-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylra 
azetidine, 

15 (RS)-l-[(4-chlorophenyl)(thiazol-2-y^ 
lene] azetidine, 

(^)_l.[(4-cWorophenyl)(thiazol-2-yl)methyl]-34(methylsulfonyl)(pheny 
azetidine, 

(S)-i-[(4-chlorophenyl)(thiazol-2-yl)m^ 
20 azetidine, 

(RS)-l-[(4-chlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluorophenyl)(me^ 
nyl)methylene]azetidine, 

(R)_l_[(4-chlorophenyl)(thien^ 
methylene]azetidine, 
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(S)-l-[(4-chlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsul^ 
methylene]azetidine, 

1 -benzhydiyl-3-[(ethylsulfonyl)(phenyl)methylene]azetidine, 

1 -[bis(4-chlorophenyl)methyl]-3- { {3-[N-(4-methylpiperazinyl)carbamoyl]phenyl} 
5 (methylsulfonyl)methylene} azetidine, 

l-[>is(4-chlorophenyl)methyl]-3-{[3^ 
sulfonyl)inethyIene} azetidine, 

l-[bis(thien-2-yl)methyl]-3-[(3,5-difluo^ 
dine, 

10 l-[bis(p-tolyl)methyl]-3-[(methylsulfonyl)(phenyl)methylene]azetidm^ 

l-[(4-cMorophenyl)(4-hydroxymethylph6nyl)methyl]-3-[(3,5-diflupropheny0 
(methylsulfonyl)methylene]azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-methylaminophenyl)(methylsulfon^ 
lene] azetidine, 

15 (RS)^4(4-cmorophenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsul- 
fonyl)methylene]azetidine, 

(R)-l-[(4-cmorophenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsulfo- 
nyl)methylene]azetidine, 

(S)-l-[(4-cWorophenyl)(tbiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsulfo- 
20 nyl)methylene]azetidine, 

l-[bis(4-cWorophenyl)methyl]-3-[(methylsulfonyl)(2-methoxycarbonyltMen-5- 
yl)methylene] azetidine, 
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l-[bis(4-chlorophenyl)methyl>^ 
thien-5-yl)methyl]azetidine-(RS), 

1 -[>is(4-chlorophenyl)methyl]-3-[(2-/5obutylaminocarbo 
sulfonyl)methylene]azetidine 5 

5 l-[>is(4-cWorophenyl)m^ 
methyl-(RS)]azetidin-3-ol, 

l-[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(py^ 
din-3-ol, 

l-[bis(4-cWorophenyl)met^ 
10 din-3-ol, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(3-morpholin-4-yl-propyl)benzamide, 

3-( { 1 -I>is-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(3-dimethylamino-propyl)benzamide, 

15 3-({l-|>is-(4-chlorophenyl)methyl]azetidin-3-ylidene}-me 
(2-pyrrolidin- 1 -yl-ethyl)benzamide, 

3-( { 1 -[>is-(4-cWorophenyl)methyl]azetidin-3-ylidene}-methan^ 
(2-dimethylamino- 1 -methyl-ethyl)benzamide 3 

3-( { l -[bis-(4-chlorophenyl)methyl]^ 
20 piperidin-l-yl-benzamide 5 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin--3-ylidene} -methanesulfonyl-methyl)N- 
isobutyl-benzamide, 

3-( { 1 -[bis-(4-cUorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(3-imidazol-l -yl-propyl)benzamide, 



BNSDOCID: <WO 0228346A2_I_> 



WO 02/28346 



PCT/FR01/03022 



51 

3-( { 1 -|>is-(4-cmorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino-ethyl)benzamide > 

N^methyl-hydrazide de Tacide 3-( { l-[>is-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene} -methanesulfonyl-methyl)benzoique ? 

5 3-( { l-|>is-(4-chloropheny^ 

(2-morpholin-4-yl-ethyl)benzamide, 

3-( { 1 4bis-(4-cMorophenyl)methyl]azetidin-3-ylidene 
(1 -ethyl-pyn*olidin-2-ylmethyl)benzamide ? 

3 -( { 1 -[bis-(4-cMorophenyl)methyl]azetidin-3-ylidene} -methaiiesulfonyl-methyl)N- 
1 0 (2,2-dimethyl-propyl)benzamide, 

3-( { 1 -[bis-(4-cWorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
cyclohexylmethyl-benzamide, 

3-({l-[bis-(4~cmorophenyl^ 
cyclopropylmethyl-benzamide, 

15 3-( { 1 -|>is-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-methyl-butyl)benzamide, 

3-({ l-[>is-(4-cmorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
• (2-phenyl-propyl)benzamide, 

3-( { 1 -I>is-(4-cWorophenyl)methyl]azetidin-3--ylidene} -methanesulfonyl-methyl)N- 
20 (tetxahydro-furan-2-ylmethyl)benzamide, 

3-({ 1 -[bis-(4-chlorophenyI)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2,2-diphenyl-ethyl)benzamide, 

3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-me^ 
(2-ethyl-butyl)benzamide, 
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ester methylique de l'acide 4-{[3-({l-[bis-(4-chlorophenyl)methyl]az6tidin-3-yli- 
dene}-methanesulfonyl-methyl)benzoylamino]methyl}-cyclohexanecarboxylique, 

2-amino- 1 - {4-[3-({ 1 -[bis<4-cWoroph6nyl)methyl]azetidni-3-yUdene}-m6thanesul- 
fonyl-methyl)phenyl]piperazin- 1 -yl} -ethanone, 

5 ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chloroph6nyl)methyl]az6tidin-3- 
ylidene} -methanesulfonyl-methyl)phenyl]piperazin- 1 -yl} -2-oxo-ethyl)carbamique, 

1 . {4-[3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazin- 1 -yl} -2-methylamino-ethanone, 

ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chlorophenyl)methyl]az6tidin-3- 
1 0 y 1 idene } -methanesulfonyl-methyl)phenyl]piperazin- 1 -yl} -2-oxo-ethyl)N-methyl- 
carbamique, 

N-methylamide de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carbothioic, 

N-methylamide de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
1 5 methanesulfony l-methyl)phenyl]piperazine- 1 -carboxy lique, 

ester de methyl de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine-l-carboxylique, 

1 _[3-( { i -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
thyl)phenyl]-4-isobutyl-piperazine, 

20 1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
thyl)phenyl]-4-ethyl-piperazine, 

4-acetyl 1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3 -ylidene} -methanesulfony 1- 
methyl)phenyl]piperazine, 
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l-{4-[3^{l-[>is-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methane 
methyl)phenyl]piperazin- 1 -yl} -2-dimethylamino-ethanone, 

1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
thyl)phenyl]piperazine, 

5 ester tert-butylique de l'acide 4-[3-({l-[bis-(4-chIorophenyl)methyl]azetidin-3-yli- 
dene}-methanesulfonyl-methyl)phenyl]piperazine-l-carboxylique, 

l-|>is(4-methoxycarbonylphenyI)methyl]-3-[(3,5-difluorophenyl)(methylsulfon^ 
methylene] azetidine, 

3- acetoxy-l-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorophenyl) 
1 0 (methylsulfonyl)methyl-(RS)]azetidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3,5-difluorophenyl)methanesulfonyl-methylene] 
azetidin- 1 -y 1} -methyl)benzyl]morpholine, 

4- (4-{3-[(l-benzhydiyl-az&^ 
tyl)morpholine, 

15 4-(4-{3-[(l-benzhydiyl-az^ 
pyl)morpholine, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -thien-2-yl-sulfonamide, 
N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -4-methoxyphenylsulfonamide 5 
N-[4-(N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} sulfamoyl)phenyl]acetamide, 
20 N- { 1 -[bis(4-chlorophenyI)methyI]azetidin-3-yl} -4-methylphenylsulfonamide ? 

N- { 1 - [bis(4-chlorophenyI)methyl]azetidin-3 -y 1} -3 ? 4-dimethoxyphenylsulfonamide 5 
N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3-fluorophenylsulfonamide, 
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N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3 5 4-dichlorophenylsulfonamide, 
N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3-cyanophenylsulfonamide, 
N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl} -2 5 5-dimethoxyphenylsulfonamide, 
N-{l-(>is(4-cUorophenyl)methyl]azetidin-3-yl}-3-trifluorome^ 
5 N- { 1 -l>is(4-chlorophenyl)methyl]azaidin-3--yl} -napht-2-yl-sulfonamide, 
N- { l-(>is(4-chlorophenyl)m^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl] } -3 5 4-difluorophenylsulfonamide, 

N-{l-[bis(4-chloropheny^^ 
sulfonamide, 

1 0 N-[4-(N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} sulfamoyl)-2- 
chloropheny 1] acetamide, 

N-{l-[bis(4-cWorophenyl)met^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl } -4-fluorophenylsulfonamide, 
N-{l-[bis(4-chlorophenyl)m^ 
15 N- { 1 -[bis(4-chlorophenyl)methyl]azaidin-3-yl}phenylsiilfo 
N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-(phenylm 
N-{l-[bis(4-chlorophenyl)m^ 

N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-2-ylsulfon 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-(3-fluoro 
20 phenyl)sulfonamide, 
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N-{l-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-N-methyl--4- 
fluorophenylsulfonamide, 

N-{l-|>is(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl-quinoK8-ylsu^ 
N-{l-|>is(4-chlorophenyl)memyl]az&^^ 

5 N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-methyl- 
(phenylmethyl)sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3-smfamoylphenylsulfonamide, 

2-benzenesulfonyl-N-{l-|>is-(4-cmorophenyl)-methyl]-azaidin-3-yl}-acaamide, 

N- { 1 -[bis-(4-cMorophenyl)-methyl]-azetidin-3-yl}-2-(toluene-4-sulfonyl)-acetamW 

1 0 (3-chloro-4-methylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]- 
azetidin-3-yI}-amide, 

N- { 1 -|>is-(4-chlorophenyl)-methyl]-azet^^ 
propionamide, 

N- { 1 -[bis-(4-cWorophenyl)-methyl]-azaidin-3-yl}^-methylsulfonyl-benzamide, 

15 N- { 1 -[bis-(4-cMorophenyl)-methyl]-azetidin-3-yl}^methanesulfonyl-benzamide, 

(5-methylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin- 
3 -yl} -amide, 

(5-methylsulfonyl-3 -methyl-4-vinyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl> 
methyl]-az6tidin-3-yl} -amide, 

20 (RS)-N-{l-[(4-cmoro-phenyl)-pyridin-3-yl-methyl]-azetidin-3-yl}-3,5-difluoro- 
benzenesulfonamide, 
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(RS)-N- { 1 -[(4-chloro-phenyl)-pyrimidin-5-yl-m6thyl]-azetidin-^ 
benzenesulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]-az6tidin-3-yl} -N-(6-chloropyrid-2-yl)-methyl- 
sulfbnamide, 

5 N-{l-|>is<4-chlorophenyl)methyl]az6tidin-3-yl}-N-(6-ethylpyrid-2-yl)-^^ 
sulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-quinol-6-yl-methyl-sulfonamide, 

N- { l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-qumol-5-yl-memyl-smfonamide, 

N-{14bis-(4-chlorophenyl)memyl]azetidm-3-yl}-N-isoquinol-5-yl-methyl- 
10 sulfonamide, 

N-{l-[>isK4-cmorophenyl)memyl]azetidin-3-yl>-N-pyrid-3-yl-memyl-sulfonan^ 

N-{l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(l-oxyde-pyrid-3-yl)- 
methylsulfonamide, 

N-(lR,2S,4S)-bicyclo[2,2,l]hept-2-yl-N-{l-[bis-(4-chlorophenyl)methyl] azetidin-3- 
15 yl}-methylsulfonamide, 

N-(lR,2R,4S)-bicyclo[2,2,l]hept-2-yl-N-{l-[bis-(4-chlorophenyl)methyl] azetidin-3- 
yl} -memylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorophenyl)- 
methylsulfonamide, 

20 N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(thiazol-2-yl)-methyl 
sulfonamide, 

N-{l-[bisK4-chlorophenyl)-memyl]-azetidin-3-yl}-N-(3-methoxyphenyl)- 
methylsulfonamide, 
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N- { 1 -|>is-(4-chlorophenyl)-methyl]-azetidin-3-yl} -N-(3-hydroxyphenyl)- 
methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -N-(3-hydroxymethyl-phenyl)- 
methylsulfonamide, 

5 N- { 1 -[>is-(4-chlorophenyl)-methyl]-azetidin-3-yl} -N-(methylsulfonyl)-3- 
aminobenzoate d'ethyle, 

N- { 1 -|>is-(4-chlorophenyl)^ 
methylsulfonamide, 

N-benzyl-N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} amine, 

10 N-{l-[bis(4-chlorophenyl)m 

N- { 1 4bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3,5- 
difluorobenzyl)methylsulfonamide 5 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3 -yl} -N-(pyrid-3-yl-methyl> 
methylsulfonamide, 

15 N- { 1 -[bis-(4-fluoro-phenyl)-methyl]-azetidin-3-yl} -N-(3 ,5-difluorophenyl)- 
methylsulfonamide, 

(RS)-N-{l-[(4^hlorop^ 
difluorophenyl)-methylsulfonamide ? 

(R)-N- { 1 -[(4-cWorophenyl)-pyrid-3-yl«methyl]^azetidin-3-yl} -N-(3,5- 
20 difluorophenyl)-methylsulfonamide, 

(S)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azaidin-3-yl} -N-(3,5- 
difluorophenyl)-methylsulfonamide, 
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(RS)-N-{H(4-chloro^^ 
difluorophenyl)-methylsulfonamide 3 

(R)-N-{l-[(4-chlorophenyl^^^ 
difluorophenyl)-methylsulfonamide 5 

5 (S)-N- { 1 -[(4-chlorophenyl)-^^ -N-(3 ,5- 

difluorophenyl)-methylsulfonamide, 

(RS)-N- { 1 -[(4-cUorophenyl)-pyrimidin-5-yl-me^ 
difluorophenyl)-methylsulfonamide ? 

(R)-N-{l-[(4-chlorophen^ 
1 0 difluorophenyl)-methylsulfonamide 5 

(S)-N- { 1 -[(4-chlorophenyl)-pyrimidin-5 -yl-methyl]-azetidin-3 -yl} -N-(3 5 5- 
difluorophenyl)-methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3 ,5-difluorophenyl)- 
benzylsulfonamide, 

1 5 leurs isomeres optiques et leurs. sels pharmaceutiquement acceptables. 

4 - Association selon la revendication 2 pour laquelle le compose de formule (I) est 
choisi parmi les composes suivants : 

1 -[bis(4-chlorophenyl)m^ 
(RS)]azetidin-3-ol, 

20 3-acetoxy-l-[>is-(4-chlorophenyl)m&^ 

ulfonyl)methyl)methyl sulfonylmethyl-(RS)]azetidine 

l-[bis(4-chlorophenyl)me&^^ 
azetidine, 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 
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5 - Association selon la revendication 1 dans laquelle l'antagoniste CB1 est le 
SR141716 ses hydrates et ses sels pharmaceutiquement acceptables ou le LY320135 
et ses sels pharmaceutiquement acceptables. 

6 - Composition pharmaceutique contenant un antagoniste CB1 et la sibutramine, son 
5 hydrate ou un de ses sels pharmaceutiquement acceptables a l'etat pur ou avec un ou 

plusieurs diluants et/ou adjuvants compatibles et pharmacologiquement acceptables 
et/ou eventuellement en association avec un autre produit pharmaceutiquement 
compatible et physiologiquement actif. 

7 - Composition pharmaceutique selon la revendication 6 pour laquelle l'antagoniste 
10 CB 1 de formule I telle definie dans la revendication 2. 

8 - Composition pharmaceutique selon la revendication 7 pour laquelle le compose de 
formule (I) est choisi parmi Ies composes suivants : 

1 -benzhydiyl-3-[(methy^ 

1 -benzhydryl-34(3-methylph^ 

15 l-benzhydryl-3-[(3-chloroph^ 

l-benzhydryl-3-[(3,5-dicMoroph 

l-benzhydryl-3-[(2,5-dicUorophenyl)(methylsulfonyl)methylene]az 
1 -benzhydtyl-3-[(2>dichloroph^ 

l-benzhydiyl-3-[(3-fluoropheny^ 
20 l-benzhydiyl-3-[(3,5-difluoroph^ 
l-benzhydryl-3-[(3-bromopheny^ 
l-benzhydiyl-3-[(3-iodophenyl)^ 
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1 -benzhydryl-3 -[(methylsulfonyl)(3-trifluoro 

l-benzhydryl-3-[(methylsiJfon^ 

l-benzhydryl-3-{[3,5-bis(triifo^ 
dine, 

5 1 -benzhydryl-3 - [(3 ,5 -dibromophenyl)(methylsulfony l)methy lene] azetidine, 
1 -benzhydiyl-3-[(3-metto 

l-benzhydryl-3-[(3-cyanophenyl)(methylsulfonyl)methylene]azetidm^ 
l-benzhydryl-3-[(3-carbamoylphenyl)(^^ 

1 -benzhydryl-3-[(methylsulfonyl)(napht- 1 -ylXmethylsulfony^methylenelazetidine, 

10. 1 -[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfo 
azetidine, 

l-[bis(4-methoxyphenyl)methylH 
lene] azetidine, 

l-[>is(4-methylphenyl)methyl>^ 
15 azetidine, 

(RS)-3 -[(3 ,5-difluorophenyl)(methylsulfonyl)methylene]- 1 -[(4-methoxyphenyl) 
(phenyl)methyl)] azetidine, 

(R)-3-[(3,5-difluorophenyl)(metfy^ 
(phenyl)methyl] azetidine, 

20 (S)-3-[(3,5-difluorophenyl)(me 
(phenyl)methyl]azetidine, 
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Hbis(4-trifluoromethoxy^^ 
methylene]azetidine, 

l-[>is(4-trifluoromethylphenyl)methyl]-3-[(3,5-diflu^ 
thylene]azetidine, 

5 l-[bis(4-chlorophenyl) methyljS^tS^-bisCtrifluoromethyl) phenyljmethylsulfonyl 
methylene} azetidine, 

(RS)- 1 -[(4-chlorophenyl)(2^^ 
thylsulfonyl)methylene]azetidine, 

(R). 1 .[(4. c hlorophenyl)(2 3 4-dicmorophenyl)methyl]-3-[(3 
1 0 thylsulfony l)methylene] azetidine, 

(S)-l-[(4-cWorophenyl)(2,4-dichlorophenyl)methyl]-3-[(3 
thylsulfonyl)methyIene]azetidine, 

(RS)- 1 - {(4-chlorophenyl)[4-(hy^ -3-[(3 ? 5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

15 (R)-l- {(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl> -3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine 5 

(S)- 1 - {(4-cWorophenyl)[4-(hydroxymethyl)phenyl]m 
nyl)(methylsulfonyl)methylene]azetidine 9 

(RS)-l~{(4-cWorophenyl)[4-^^ 
20 phenyl)(methylsulfonyl)methylene]azetidine, 

(R)- 1 - {(4-cMorophenyl)[4-(pyr^ } -3-[(3 ? 5-difluorophe- 

nyl)(methylsuIfonyl)methylene]azetidine 3 

(S)-l-{(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl^ 
nyl)(methylsulfonyl)methylene]azetidine, 
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1- {(RS)-(4-chlorophenyl) [4-(3,3-dini6thyl-piperidin-l-yl-methyl) phenyl]m6thyl}-3- 
[(3,5-difluorophenyl)(me1hylsulfonyl)methylene]az6tidine, 

1- {(R)-(4-chloroph6nyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) phenyl]m6thyl}-3- 
[(3 s 5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

5 l-{(S)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) ph6nyl]methyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]az6tidine, 

1- {(RS)-(4-chloroph6nyl) [4-(thiomorpholin-4-yl-methyl) ph6nyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)m^thylene]azetidine, 

1 . {(R).(4-chlorophenyl)[4KtMomorpholin^-yl-methyl)phenyl]methyl} -3-[(3,5- 
1 0 difluoropheny l)(methylsulfonyl)methylene]azetidine, 

l_{(S)-(4-chlorophenyl)[4-(thiomoipholin-4-yl-methyl)phenyl]methyl}-3-[(3 5 5- 
difluorophenyl)(methylsulfonyl)methylene]az6tidine, 

1 - {(RS)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminom6thyl)phenyl]methyl} -3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 5 1 - {(R)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl} -3 - 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 . {(S)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminom6thyl)phenyl]methyl} -3- 
[(3 s 5-difluorophenyl)(m6thylsulfonyl)methylene]azetidine, 

1 - { {(RS)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl} me- 
20 thyl} } -3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1- { {(R)-(4-cMoroph&iyl){4-[(4-ethoxycarto^ 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidiBe, 

1 _ { {(S)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}methyl}}- 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 
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1 - {(RS)<4-cmorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]m - 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(RH4-cMorophenyl)[4-(N^yclopropyl-N-propyI-aminomethyl)phenyl]me^^^ 
[(3,5-difluorophenyl)(methylsulfonyl)methyl6ne]azetidine, 

5 1 - {(SM4-chlorophenyl)[4-(N-cyclopropy 

[(S^-difluorophenyOCmethylsulfony^methylenelazetidine, 

1 - {( RS )<4-cWorophenyI)[4-(diisopropylaminome%l)phenyl]methyl}-3-[ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(R)K4-cWorophenyl)[4^diisopropylaminomethyl)phenyl]methyl} -3-[(3,5-di- 
10 fluorophenyl)(methylsulfonyl)methyleneJazetidine, 

l-{(SH4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-di- 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { {(RS)-(4-chlorophenyl) {4-[>is-(2-methoxyethyl)aminomethyl]phenyl}methyl} } - 
3-[(3,5^ifluorophenyl)(methylsulfonyl)methylene]azetidine 5 

15 l-{{(R)-(4-chlorophenyl){ 4-[bis-(2-methoxyethyl)aminomethyl]phenyl} methyl}}- 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { {(S)-(4-chlorophenyl) {4-[bis-(2-methoxyethyl)aminomethyl]phenyl}methyl}}-3- 
• [(3 ,5-difluorophenyI)(methylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-cmorophenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3 ,5- 
20 difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(R)-(4-cWorophenyl)[4-(di-n-propylaminom6thyl)phenyl]methyl} -3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(S)K4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]methyl} -3-[(3 ,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 
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1 - {(RSM4-cMorophenyl)[4-(piperidm- 1 
rophenyl)(methylsulfonyl)methylene]azetidine, 

1 . {(R)-(4-chlorophenyl)[4-(piperidin- 1 -yl-methyl)phenyl]methyl}-3-[(3,5-difluoro- 
phenyl)(methylsulfonyl)methylene]azetidine, 

5 l-{(S)^4-chlorophenyl)[4-(piperidin-l-yl-methyl)phenyl]methyl}-3-[(3 
phenyl)(m6thylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chlorophenyl)[4-(4-m6thyl-piperazin- 1 -yl-m6thyl)phenyl]methyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-.;<^)-(4-chlorophenyl)[4-(4-methy^^ 
10 difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 . { (S)-(4-chlorophenyl)[4-(4-methyl-piperazin- 1 -yl-methyl)phenyl]methyl} -3 -[(3 ,5- 
difluorophenyl)(methylsulfonyl)methylene]aze^ 

1 - {(RS)-(4-chlorophenyl)[4-^ 
rophenyl)(methylsulfonyl)methylene]azetidine, 

15 1 - { (R)-(4-chlorophenyl) [4-(morpholin-4-yl-methyl)phenyl]methyl } -3-[(3 ,5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine, 

1 . {(S)-(4-cWorophenyl) [4-(morpholin^-yl-methyl)pheny 
rophenyl)(methylsulfonyl)methylene]azetidine ? 

1 - {(RS)-(4-chlorophenyl)[4-(diethylaminomethyl)ph^ -3-[(3,5-difluoro- 
20 pheny^CmethylsulfonyOmethylenelazetidine, 

1 - {(R)-(4-cWorophenyl)[4-(diefo^ 
phenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-cWorophenyl)[4-(d^ 
phenyl)(methylsulfonyl)methylene]azetidine 3 
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1 - {(RS)-(4-chlorophenyl)[4-(piper^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

M(RM4-cMorophenyl)[4-(pipera^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

5 1 - {(S)<4-cMorophenyl)[4-(piperazin-2-one-4-yl-methyl)phenyl]methyl}-3-[(^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chlorophenyl) [4-(imidazol- 1 -yl-methyl)phenyl]methyl} -3-[(3,5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(R)-(4-chlorophenyl)[4-(imidazol- 1 -yl-methyl)ph6nyl]methyl} -3-[(3,5-difluoro- 
10 phenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)K4-cWorophenyl)[4<imidazol4-yl-methyl)phenyl]methyl}-3-[(3,5-difluoro- 
phenyl)(methylsulfonyl)methylene] azetidine, 

(RS)- 1 - {(4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[(3,5-d^ 
fluorophenyl)(methylsulfonyl)m6thylene]azetidine s 

15 (R)-l-{(4-chlorophenyl)[4-(N,N^ 

rophenyl)(methylsulfonyl)methylene]azetidine, 

(S)- 1 - {(4-chlorophenyl)[4-(N,N-dimethylcarbamoyI)phenyl]methyl} -3-[(3,5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine, 

(RS)- 1 - {(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl)} -3-[(3,5-difluoro- 
20 ph6nyl)(methylsulfonyl)methylene]azetidine, 

(R)-l - {(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl} -3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methyldne]azetidine, 

(S)-l - {(4-chlorophenyl)[4-(N-ethylcarbamoyl)ph^nyl]methyl} -3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 
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(RS)-l-[(4-carbamoylphenyl)(4-cWorophenyl)methyl]-3-[(3,5-difluoropMnyl) 
(methylsulfonyl)methylene]azetidine, 

(R). l -[(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3 ,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

5 (S)-l-[(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3,5-difluoroph6nyl) 
(methylsulfonyl)methylene]azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3,5-d^ 
azetidine, 

l-benzhydryl-3-[(3<nethylsulfanylphenyW 

10 l-benzhydiyl-3-[(3-methylsulfanyImethyl)phenyl)](methylsulfony^ 
dine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-cyano 
tidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-carbamoylphenyl)(methylsulfonyl)me 
15 lene]azetidine, 

l-[bis(4-chlorophenyl)methyl]^-[(3-methoxyphenyl)(methylsulfonyl)^ 
azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3^ 
azetidine, 

20 l-[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(3-pyrrolidinylphenyl)me^ 
azetidine, 

l-[bis(4-cWorophenyl)methyl]-34(3^ 
lene]azetidine, 
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1 -[bis(4-chlorophenyl)methyl]3- {(mahylsulfonyl)[3-(N-piperidylcarbamoyl)phenyl] 
methylene} azetidine, 

l-[bis(4-chlorophenyl)me^ 
nyl)(methylsulfonyl)methylene]azetidine ? 

5 l-l>is(4-fluorophenyl)methyl].3-[(3,5-difluoropheny^ 
azetidine, 

l-[bis(2-fluoroph&iyl)^^ 
azetidine, 

Hbis(3-fluorophenyl)methyl]-3-^^ 
10 azetidine, 

(RS)- 1 -[(4-chlorophenyl)(thiazol-2^ 
lene]azetidine, 

(R)- 1 4(4-chlorophenyl)(thi^ 
azetidine, 

15 (S)- 1 4(4-chlorophenyl)(tWazo^ 

azetidine, \ 

(RS)- 1 -[(4-chlorophenyl)(thien-2^ 
nytymethylenejazetidine, 

(R)-l-[(4-cWorophenyl)(thien^^ 
20 methylene] azetidine, 

(S)- 1 -[(4-cMorophenyl)(thien^ 
methylene] azetidine, 

l-benzhydiyl-3-[(ethylsulfonyl)(phenyl)methylene]azetidine, 
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1 -[bis(4-chlorophenyl)methyl]-3- { {3-[N-(4-methylpiperazinyl)carbamoyl]phenyl} 
(methylsulfonyl)methylene} azetidine, 

l-|>is(4-cMorophenyl)methyl^^^ 
sulfonyl)methylene} azetidine, 

5 1 -[bis(thien-2-yl)methyl]-3-[(3 5 5-difluorophenyl)(methylsulfonyl)methylene]azeti- 
dine, 

l-[>is(p-tolyl)methyl]-3-[(methylsulfonyl)(pheny0 

l.[(4. c hlorophenyl)(4-hydroxymethylphenyl)methyl]-3 
(methylsulfonyl)methylene]azetidine 5 

10 l-[>is(4-chIorophenyl)methyl]-3-[(3-methylaminophe 
lene] azetidine, 

(RS)-l-[(4-chlorophenyl)(tWazol-2-yl)methyl]-3-[(3 5 5-difluoro 
fonyl)methylene] azetidine, 

(R). l-[(4-chlorophenyl)(^ 
1 5 ny l)methylene] azetidine, 

(S)- 1 -[(4-chlorophenyl)^ 
nyl)methylene]azetidine, 

l-[bis(4-cMorophenyl)methyl]-3-K^ 
yl)methylene]azetidine, 

20 l-[bis(4-cUorophenyl)methyl]-3-hydroxy-3-[(methylsulfonyl)(^ 
thien-5-yl)methyl]azetidine-(RS), 

l-[>is(4-chlorophenyl)methy^ 
sulfonyl)methylene]azetidine, 
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l-[bis(4-cWorophenyl)methyl]-3^^ 
methyI-(RS)]azetidin-3-ol, 

l-|>is(4-cmorophenyl)methyl]-3-[(methylsulfonyl)(pyridin^-^ 
din-3-ol, 

5 l-[bis(4-cmorophenyl)methyl]-3-[(methylsulfonyl)(pyridin-3-yl)me^ 
din-3-ol, 

3<{l-[>is-(4-chlorophenyl)m6thyl]az^ 
(3-morpholin-4-yl-propyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)m6thyl]azetidin-3-ylidene} -methanesulfonyl-m6thyl)N- 
10 (3-dimethylamino-propyl)benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-m6thyl)N- 
(2-pyrrolidin- 1 -yl-ethyl)benzamide, 

3-( { l-|>isK4-chlorophenyl)methyl]^ 
(2-dimethylamino- 1 -methyl-ethyl)benzamide, 

15 3<{l-[bis<4-cMorophenyl)methyl]azetidm^ 
piperidin- 1 -yl-benzamide, 

3<{l-|>isK4-chlorophenyl)methyl]a^ 
isobutyl-benzamide, 

3^{l-|>isK4-cWorophenyl)methyl]a2etidin-3-ylidene}-methanesulfonyl-mah^ 
20 (3-imidazol- 1 -yl-propyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino-ethyl)benzamide, 

N-.methyl-hydrazide de 1'acide 3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene}-methanesulfonyl-methyl)benzoique, 
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3-({l-|>is-(4-cUorophenyl)methyl]azetidin-3-ylidene} 
(2-morpholin-4-yl-ethyl)benzamide 5 

3-( { 1 -|>is-(4-cUorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
( 1 -ethy l-p3aTolidin-2-ylmethyl)benzamide, 

5 3-({l-[bis-(4-cUorophenyl)m 
(2 9 2-dimethyl-propyl)benzamide > 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
cyclohexylmethyl-benzamide, 

3-( { 1 -|>is-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
10 cyclopropylmethyl-benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-methyl-butyl)benzamide, 

3-( { i -|^is-(4-chlorophenyl)me^ 
(2-phenyl-propyl)benzamide, 

15 3-({l-[bis-(4-cMorophenyl)m 

(tetrahydro-furan-2-ylmethyl)benzamide, 

3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-meth^^ 
(2,2-diphenyl-ethyl)benzamide, 

3-( { 1 -|>is-(4-cMorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
20 (2-ethyl-butyl)benzamide, 

ester methylique de Tacide 4- { [3 -( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene}-methanesulfonyl-methyty^ 

2 -amino- 1- {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3 -ylidene} -methanesul- 
fonyl-methyl)phenyl]piperazin- 1 -yl} -ethanone, 
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ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3- 
ylidene}-methanesulfonyl-methyl)phenyl]piperazin-l-yl}-2-oxo-6thyl)carbamique, 

1 - {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene } -methanesulfonyl- 
m6thyl)phenyl]piperazin-l-yl}-2-methylamino-ethanone, 

5 ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chloroph6nyl)methyl]azetidin-3- 
ylidene}-methanesulfonyl-methyl)phe 
carbamique, 

N-methylamide de l'acide 4-[3-({l-|>is-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carbothioic, 

10 N-methylamide de l'acide 4-[3-({l-|>is-(4-chlGrophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine-l -carboxylique, 

ester de methyl de l'acide 4-[3-({l-[bis-(4-chloroph6nyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carboxylique, 

1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
1 5 thyl)phenyl]-4-isobutyl-piperazine, 

l-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yUdene}-methanesulfonyl-me- 
thyl)phenyl]-4-ethyl-piperazine, 

4-acetyl 1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazine, 

20 1 - {4-[3-({ l-I>is-(4-cMorophenyl)memyl]azetidin-3-ylidene}-methanesulfonyl- 
memyl)phenyl]piperazin-l-yl}-2-dimemylamino-ethanone } 

1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
thyl)phenyl]piperazine, 
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ester tert-butylique de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene} -methanesulfonyl-methyl)phenyl]piperazine- 1 -carboxylique, 

l-[bis(4-methoxycarbonylph6nyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfon^ 
methylene] azetidine, 

5 3-acetoxy-l-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorophenyl) 
(methylsulfonyl)methyl-(RS)]azetidine, 

(^S)-4-[4-((4-chlorophenyl){3-[(3,5-difluorophenyl)methanesulfonyl-me 
azetidin- 1 -yl } -methyl)benzyl]morpholine, 

4.(4.{3-[(l-benzhydryl-azetidm-3-ylidene)memanesulfonyl-memyl]phenoxy}bu- 
10 tyl)morpholine, 

4-(4-{3-[(l-benzhydryl-azetidm-3-ylidene)mem^ 
pyl)morpholine, 

N-{l-I>is(4-chlorophenyl)memyl]a2etidm-3-yl}-mien-2-yl-sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3 -yl} -4-methoxypheny lsulfonamide, 

15 N-[4-(N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}sulfamoyl)phenyl]aca 
N-{l-[bis(4-chlorophenyl)methyl]azetidm-3-yl}-4-methylphenylsulfonam^ 
N-{l-[>is(4-chlorophenyl)memyl]azetidm-3-yl}-3,4-dimemoxyphenylsulfon 
N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluorophenylsulfonamide, 
N-{l-|>is(4-cMorophenyl)memyl]aze^ 

20 N-{l-[bis(4-cMorophenyl)memyl]azaidm-3-yl}-3-cyanophenylsulfonamide 3 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3 -yl} -2,5-dimethoxyphenylsulfonamide, 
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N- { Hbis(4-cWorophenyl)methyl]a^^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -napht-2-yl-sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}napht- 1 -yl-sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl] } -3,4-difluoroph6nylsulfonamide, 

5 N- { 1 -[bis(4-chloroph6nyl)methyl]azetidin-3-yl}-l-methyl-l -^-imidazol-4-yl- 
sulfonamide, 

N-[4-(N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl } sulfamoyl)-2- 
chlorophenyl]acetamide, 

N- { 1 -[bis(4-cbJorophenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonainide, 

10 N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -4-fluorophenylsulfonamide, 

N-{l-|>is(4-chlorophenyl)methyl]azetidin-3-yl}quinol-8-ylsulfonaniide, 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}phenylsulfonamide, 

N-{l-|>is(4-chlorophenyl)methyl]azetidin-3-yl}-(phenylmethyl)sulfonamide, 

N-{l-[bis(4-cWorophenyl)methyl]azetidin-3-yl}-3,5-difluoroph^nylsulfonamide, 

15 N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-2-ylsulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl } -(3-fluoro-5-pyrrolidin- 1 -yl- 
phenyl)sulfonamide, 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyi~4- 
fluorophenylsulfonamide, 

20 N-{l-[>is(4-chlorophenyl)methyl]azeti^ 

N-{l-[bis(4-cWorophenyl)methyl]azetidin-3-yl}-N-methyl-phenylsulfonaini 
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N- { l-|>is(4-cWorophenyl)m<^ 
(phenylmethyl)sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3-sulfamoylphenylsulfonamide 9 
2-benzenesulfonyl-N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -acetamide, 
5 N-{l-[bis-(4-chlorophenyl>^ 

(3-chloro-4-methylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]- 
azetidin-3-yl} -amide, 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -3-(2-phenyl-ethylenesulfonyl)- 
propionamide, 

10 N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3--yl} -4-methylsulfonyl-benzamide 5 
N-{l-[bis-(4-cWorophenyl)-mefo^ 

(5-methy lsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin- 
3-yl} -amide, 

(5-methylsulfonyl-3-methyl-4-vinyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)« 
1 5 methyl]-azetidin-3-yl} -amide, 

(RS)-N- { 1 4(4-chloro-phenyl)-pyridin-3-yl-methyl]-azetidin-3-yl} -3,5-difluoro- 
benzenesulfonamide, 

(RS)-N- { 1 -[(4-chloro-phenyl)-pyrimidin-5-yl-methyl]-a2etidin-3-yl} -3,5-difluoro- 
benzenesulfonamide, 

20 N-{l-[bis-(4-chloropheny0^ 
sulfonamide, 
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N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(6-ethylpyrid-2-yl)-methyl- 
sulfonamide, 

N- { 1 -[bis<4-cMorophenyl)methyl]a^^ 

N- { 1 -[bis-(4-cMorophenyl)methyl]azetidin-3-yl} -N-qumol-5-yl-memyl-sulfonamide, 

5 N-{l-|>is-(4-chlorophenyl)methyl]azetidin-3-yl}-N-isoquinol-5-yl-methyl- 
sulfonamide, 

N-{l-|>is-(4-chlorophenyl)methyl]azetidin-3-yl}-N-pyrid-3-yl-me%l-su^ 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-( 1 -oxyde-pyrid-3-yl)- 
methylsulfonamide, 

10 N-(lR,2S,4S)-bicyclo[2,2,l]hept-2-yl-N-{l-[bis-(4-chlorophenyl)methyl] azetidin-3- 
y 1 } -methy lsulfonamide, 

N-(lR,2R,4S)-bicyclo[2,2,l]hept-2-yl-N-{l-[bis-(4-chlorophenyl)methyl] azetidin-3- 
yl} -methylsulfonamide, 

N-{l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorophenyl)- 
15 methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3 -yl} -N-(thiazol-2-yl)-methyl 
sulfonamide, 

N-{l-|>is-(4-cWorophenyl)-memyl]-azetidm-3-yl}-N-(3-methoxyphenyl)- 
methylsulfonamide, 

20 N-{l-[bis-(4-chloropM^ 
methylsulfonamide, 

N- { 1 -[>is-(4-chlorophenyl)-methyl]-azetidin-3-yl} -N-(3-hydroxymethyl-phenyl)- 
methylsulfonamide, 
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N-{l-I>is-(4-cMorophenyl)-methyl]-a2etidin-3-yl}-N-(methylsulfonyl)-3- 
aminobenzoate d'ethyle, 

N-{l-|>is-(4-cMorophenyl)mahyl]azetidin-3-yl}-N-(l-isobutyl-piperid-4-yl)- 
methylsulfonamide, 

5 N-benzyl-N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl} amine, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3,5-difluorobenzyl)amine, 

N- { l-[bis(4-chlorophenyl)methyl]azetidiii-3-yl}-N-(3,5- 
difluorobenzyl)methylsulfonamide, 

N- { 1 -[bis(4-cWorophenyl)memyl]azetidin-3-yl}-N-(pyrid-3-yl-methyl)- 
10 mcthylsulfonamide, 

N- { 1 4bisH4-fluoro-phenyl)-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)- .„ 
methylsulfonamide, 

(RS)-N-{l-[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3-yl}-N-(3,5- 
difluorophenyl)-methylsulfonamide, 

1 5 (R)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3-yl} -N-(3 ,5- 
difluorophenyl)-methylsulfonamide, 

(S)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3-yl} -N-(3 ,5- 
difluorophenyl)-methylsulfonamide, 

(RS)-N-{l-[(4-chlorophenyl)-pyrid-4-yl-memyl]-azetidin-3-yl}-N-(3,5- 
20 difluorophenyl)-methylsulfonamide 5 

(R)-N- { 1 -[(4-chlorophenyl)-pyrid-4-yl-m6thyl]-azetidin-3-yl} -N-(3,5- 
difluorophenyl)-methylsulfonamide, 
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(S)-N- { 1 -[(4-chlorophenyl)-pyrid-4-yl^ -N-(3,5- 
difluorophenyl)-methylsulfonamide ? 

(RS)-N- { 1 -[(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin^ 
difluorophenyl)-methylsulfonamide 5 

5 (R)-N- { l-[(4-cMorophenyl)-pyrimid^ 
difluorophenyl)-methylsulfonamide ? 

(S)-N- { l-[(4-chlorophenyl)-pyr^ 
difluorophenyl)-methylsulfonamide, 

N-{l-|>is-(4-chlorophenyI^ 
10 benzylsulfonamide, 

leurs isomeres optiques et leurs sels phaimaceutiquement acceptables, 

9 - Composition pharmaceutique selon la revendication 7 pour laquelle le compose de 
formule (I) est choisi parmi les composes suivants : 

1 -[>is(4-cWorophenyl)me^^ 
15 (RS)]azetidin-3-ol, 

3-acetoxy-l-|>is-(4-chlorophenyl^^ 
ulfonyl)methyl)methyl sulfonylmethyl-(RS)]azetidine 

Hbis(4-chlorophenyl)methyy^^ 
azetidine, 

20 leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

10 - Composition pharmaceutique selon la revendication 6 dans laquelle 
l'antagoniste CB1 est le SR141716 ses hydrates et ses sels phaimaceutiquement 
acceptables ou le LY320135 et ses sels pharmaceutiquement acceptables. 
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11 - Composition pharmaceutique selon Tune des revendication 6 a 10 pour un usage 
simultane, s6pare ou etale dans le temps. 

12 - Composition pharmaceutique selon Tune des revendication 6 a 1 1 contenant 0,5 
a 10 mg de sibutramine et 0,1 a 200 mg de Tantagoniste CB1 . 
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\& (54) Title: ASSOCIATION OF THE CB1 RECEPTOR ANTAGONIST AND SIBUTRAMIN, FOR TREATING OBESITY 

(54) Titre : ASSOCIATION D UN ANTAGONISTE DU RECEPTEUR CB 1 ET DE SIBUTRAMINE, POUR LE TRAITEMENT 
DE LOBESITE 

(57) Abstract: The invention concerns the association of the CB 1 receptor antagonist and a sibutramin, pharmaceutical compositions 
O containing same and use thereof for treating obesity. 

5 (57) Abrege : La presente invention conceme Tassociation d'un antagoniste du recepteur CB 1 et de sibutramine, les compositions 
^ pharmaceuliques les contenant et leur utilisaiion pour le traitement de Vobesite. 
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